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ENSURING SAFE MEDICINES AND MEDICAL
DEVICES FOR CHILDREN

TUESDAY, MARCH 27, 2007

U.S. SENATE,
COMMITTEE ON HEALTH, EDUCATION, LABOR, AND PENSIONS,
Washington, DC.

The committee met, pursuant to notice, at 1:09 p.m. in room SD-
430, Dirksen Senate Office Building, Hon. Christopher J. Dodd,
presiding.

Present: Senators Dodd, Clinton, Brown, Alexander, and Allard.

OPENING STATEMENT OF SENATOR DODD

Senator DoDD. The committee will come to order and I want to
welcome my colleague and good friend, Lamar Alexander, who
chaired this committee for some time. I've enjoyed his friendship
and also working with him immensely during our time here to-
gether in the U.S. Senate. I thank you for being with us this morn-
ing. I want to thank our witnesses as well, for their participation,
some of whom I've dealt with a lot over the years on a variety of
issues affecting children and families and I want to thank Senator
Kennedy for calling this important hearing on ensuring safe medi-
cines and medical devices for children.

At today’s hearing, we’ll look at two programs that are due to be
reauthorized this year, the Best Pharmaceuticals Act, BPCA and
the Pediatric Research Equity Act, the PRE Act as well as—there
are three of those—as well as an initiative I've introduced, the Pe-
diatric Medical Device Safety and Improvement Act of 2007.

I want to take a minute here before we get into the substance
of this and he’s not here any longer. He doesn’t sit at this dais any
longer but of all the bills I did for so many years involving this
issue and others, Mike DeWine of Ohio was a very valued partner
on these issues and he was defeated last fall for re-election. But he
did a wonderful, wonderful job, time and time again, on these ques-
tions and I just want the record to recognize that a lot of what
we're talking about here doesn’t happen miraculously, it happens
because good people on the both sides of the political spectrum and
isle care about these issues and Mike DeWine was one of those peo-
ple and so I'd like the record to reflect my deep appreciation of
Mike’s work in this area over the years.

The story of the Better Pharmaceuticals Act for Children is one
of huge successes for children and their families, children with a
wide range of diseases such as HIV/AIDS, cancer, allergies, asth-
ma, neurological and psychiatric disorders and obesity, can now

o))
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lead healthier, more productive lives as a result of new information
about the safety and efficacy of drugs they use to treat and manage
their diseases, where previously there was none.

Pediatric drug studies conducted by the BPCA showed that chil-
dren may have been exposed to ineffective drugs, ineffective dosing,
overdosing or the side effects that were previously unknown. Since
BPCA’s passage in 1997 and its real authorization in 2000, the
FDA has requested nearly 800 studies involving more than 45,000
children in clinical trials. Useful new pediatric information is now
part of product labeling for 119 drugs as a result of those efforts.

By comparison, just to put it in perspective for you, in the 7
years prior to the adoption of BPCA, there were only 11 studies of
marketed drugs that were completed in that timeframe. In the past
10 years, there has been a nearly 20-fold increase in the number
of drugs studied in infants and children and adolescents since
BPCA was enacted.

The labeling changes resulting from clinical studies under BPCA
have informed physicians of the proper dosing and the examples of
Viracept, a protease inhibiter used in combination therapy for the
treatment of HIV and Neurontin, a pain relief medication used to
treat children with chronic pain. For children with epilepsy, BPCA
studies informed physicians that the drugs Keppra and Trileptal
could be used safely and effectively at an even earlier age than pre-
viously known. BPCA studies of Imitrex showed no better results
than placebo for the treatment of migraine headaches in adoles-
cents. These studies also showed serious adverse events due to
Imitrex in pediatric populations and therefore the drug is not rec-
ommended to migraines in anyone less than 18 years of age.

Recent studies of BPCA by the Government Accounting Office
and by several authors at Duke University and in articles that ap-
peared in the Journal of the American Medical Association have
demonstrated that the program is a success and identified opportu-
nities to strengthen the program. Authors of the recent JAMA arti-
cle found that outside BPCA, FDA is limited in the number and
scope of studies to which it can require pediatric data for existing
products on the market.

Contrary to statements that have been made about the program,
data from this article showed that only a minority of drugs studied
under BPCA, about 20 percent, had more than $1 billion in annual
sales. In fact, the median drug granted exclusivity was a small
market drug with annual sales of $180 million and 30 percent of
the drugs showed had sales of less than $200 million. This article
went to say that a universal reduction in the length of pediatric ex-
clusivity from 6 to 3 months would mean that products with small
profit margins may not be submitted for pediatric testing.

I recently circulated legislation to reauthorize BPCA, which I be-
lieve is a balanced and workable proposal that addresses several of
the recommendations made by the General Accounting Office and
the JAMA article. The author is including a provision to address
the minority of cases where pediatric exclusivity has far exceeded
the carrot it was intended to provide for drug sponsors.

I want to thank the many individuals and organizations in the
pediatrics community and the pharmaceutical industry that worked
with this subcommittee and the committee in crafting this proposal
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and support the provisions contained within. Specifically, I'd like to
recognize the work of Mark Del Monte of the American Academy
of Pediatrics and Elaine Vining and Jeanne Ireland with the Eliza-
beth Glaser Pediatric Aids Foundation for the countless hours that
they have devoted in order to provide my office with ideas and
technical assistance for the reauthorization of BPCA.

BPCA has had a long history of bipartisan support. I want that
to be the future of this initiative as well. I've not formally intro-
duced this proposal as a bill in the hopes that it will garner bipar-
tisan support upon introduction. After all, the safety of our Na-
tion’s children is not a partisan issue—it should never be.

We'll also hear from expert medical device witnesses at today’s
hearing. The legislation I've introduced, the Pediatric Medical De-
vice, Safety and Improvement Act provides a comprehensive ap-
proach to ensuring that children are not left behind as cutting edge
research and revolutionary technologies for medical devices ad-
vance. Like drugs, where far too long children were treated like
small adults, could just take reduced doses of adult products. Many
essential medical devices used extensively by pediatricians are not
designed or sized for children.

According to pediatricians, the development of new medical de-
vices suitable for children’s smaller and growing bodies can lag 5
or 10 years behind those for adults. The Pediatric Medical Device
Safety and Improvement Act improves incentives for devices for
small markets while still preserving the ability to ensure the safety
of new products once on the market. It provides assistance to
innovators, streamlines regulatory processes and elevates pediatric
device issues at the FDA and NIH.

This legislation has been many years in the making and support
for the legislation represents a broad range of interests, including
the Medical Device Trade Association. Development of the bill in-
volved the import and guidance of pediatricians, device manufac-
turers, both small and large ones, innovators and patient advo-
cates.

We'’re going to hear testimony this afternoon shortly from Dr. Ed
Rozynski from the Stryker Corporation, a medical device company
that has been a long-standing and vigorous supporter of this initia-
tive and I look forward to hearing your testimony.

As a parent of two young children, it is essential that products
used in children’s growing bodies, whether they be drugs or de-
vices, are appropriately tested and designed specifically for their
use. We must continue the tremendous success of BPCA and PREA
by strengthening both programs through the reauthorization proc-
ess this year. I'm a strong supporter of both programs and pleased
to be an original co-sponsor of the reauthorization of PREA and my
colleague from New York who has been the leader on this issue
since her days at the White House and then here. I commend her
immensely for her work so I'm going to turn in a minute for some
opening comments, if I can, Senator and I thank you for your work
in this area.

It is essential that we use these past experiences of both pro-
grams to ensure they continue to thrive in the future and that we
have enough sense to look as to how they’ve developed over the last
few years to make appropriate changes in the legislation so that we
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reflect what has occurred and what we’ve learned over the past
number of years as well. So with that, let me turn to my colleague
from Tennessee and again, my thanks to Lamar Alexander for his
wonderful leadership on so many of these issues during our tenure
here together and I thank you immensely for that.

OPENING STATEMENT OF SENATOR ALEXANDER

Senator ALEXANDER. Thank you, Senator Dodd, Mr. Chairman
and Senator Clinton. I enjoyed working with Chris Dodd on these
issues and we’ve done that for the last 4 years and we’ll continue
to do more. I want to salute him for his leadership on helping to
make sure that drugs that are prescribed for children are—that
more is known about how safe they are when they are used and
I want to salute Senator Clinton for her work on the Pediatric Re-
search Equity Act. These two laws work together.

I don’t have very much to say about either one of them. I'm look-
ing forward to the testimony today and I look forward to working
with Senator Dodd and Senator Clinton on making sure that we re-
authorize the legislation. I don’t think there is any disagreement,
at least from my part, about whether we would reauthorize the leg-
islation. The only questions that remain and that’s why we have
these hearings and discussions, is just how we should reauthorize
them. What should we consider, what have we learned in the last
few years and what should we do going forward?

Sometimes a statistic helps put things in—and relief in my State
of Tennessee. In 1999, seven babies who were prescribed an anti-
biotic to treat whooping cough became so seriously ill that they
needed stomach surgery. The Center for Disease Control linked
their illness to the antibiotic, which had never been tested in young
children. My information is that currently, only about one-third of
drugs prescribed to children have been studied and labeled for chil-
dren. That leaves too many physicians making guesses and it
leaves too many worried parents.

So we believe we have some good legislation here. I should add
that Senator DeWine did make a significant contribution to both
pieces of legislation when he was here. I think he was the principle
co-sponsor of both Senator Clinton’s bill and Senator Dodd’s bill
and we salute him for that. So I look forward to working with my
colleagues to reauthorize the legislation, to find the appropriate
way to do it and I look forward to the hearing. Thank you, Senator.

Senator DoDD. Thank you very much, Senator.

Senator Clinton.

STATEMENT OF SENATOR CLINTON

Senator CLINTON. Thank you so much and of course, Senator
Dodd has such a long history of being on the forefront of all of the
efforts we’ve made in the Congress over a number of years now, on
behalf of children and families and it is a real pleasure to be here
with both he and Senator Alexander. I'm pleased to be Senator
Dodd’s co-sponsor on the Pediatric Medical Devices Safety and Im-
provement Act when that is finally offered because it will improve
the number and types of medical devices designed for pediatric
populations and I particularly want to thank the witnesses today,
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who are going to give the guidance that Senator Alexander said
that we need to have and I welcome back Susan Belfiore and her
family because she has been an advocate on behalf of these issues,
along with her family, for a number of years now.

The type of drugs and the number of drugs that are available for
children has been an issue for me for many years. Back during the
Clinton Administration, I first worked with the Food and Drug Ad-
ministration and the Elizabeth Glaser Pediatric AIDS Foundation
and other patient groups to establish the Pediatric Rule, which re-
quires that drug manufacturers ensure medications marketed for
pediatric use are safe and effective for our children. Then when
this regulation was challenged in court, I worked with my col-
leagues in the Senate, Senator Dodd and Senator DeWine, to get
the Pediatric Rule enacted into law.

This landmark law, the Pediatric Research Equity Act was a real
step forward. We can look at the changes and realize how much
has occurred and yet still know we have a long way to go. As of
the early 1990s, only about 20 percent of drugs contained specific
pediatric dosing information but we know that children are not just
little adults and a drug that reacts one way in an adult’s body can
have serious consequences in a child and as Senator Alexander
said, we sometimes tragically discover this.

We've put pediatricians, in the past, into a guessing game, trying
to determine if a drug appropriate for an adult would have the
same pharmacological effect on a child. But thanks to the combined
efforts, the Pediatric Research Equity Act and the Best Pharma-
ceuticals for Children Act, we’re now able to use the best evidence
to make better healthcare decisions for children.

We are now requiring submission of pediatric clinical trial data
for new drug applications so that we can be better assured that
drugs marketed for children are safe and effective. Indeed, more
than 1,000 new and supplemental drug applications have fallen
under the scope of the Pediatric Rule and the Pediatric Research
Equity Act. The Best Pharmaceuticals for Children Act and the Pe-
diatric Research Equity Act have managed to increase our under-
standing of the way drugs work in a pediatric population.

For example, we've learned that a drug commonly prescribed for
migraines in adults is not effective in pediatric populations and
may actually cause serious adverse consequences. We've learned
that methylphenidate, a drug prescribed for Attention Deficient
Hyperactivity Disorder is processed more by adolescents than other
age groups, therefore it requires different dosages. We’ve been able
to collect data on drugs commonly used in children, like
Azithromycin, an antibiotic used to treat bronchitis, pneumonia
and respiratory infections as well as drugs that are not so com-
monly used but that help keep children alive, like Emtriva, one of
the newer drugs we have to treat AIDS.

But both of these acts are scheduled to expire in September if
they are not reauthorized. So that’s why this hearing is so timely
and important and I'll be introducing the Pediatric Research Im-
provement Act legislation that would reauthorize the Pediatric Re-
search Equity Act and make permanent the FDA’s authority to re-
quire submission of pediatric clinical trial data for drugs designed
for children.
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I just want to emphasize this one point. When both of these bills
were passed, they had what are called sunsets, which means that
you have to go back and reauthorize them. I think that there is
general agreement that the Best Pharmaceuticals Act probably is
one that a sunset is important for, to make sure that the incentives
that Senator Dodd designed are working the way they should but
it seems a little strange that we would have to reauthorize the Pe-
diatric Rule. We don’t have sunsets on getting adult clinical data
to determine what happens with drugs in adults. We shouldn’t
have any kind of sunset on getting the same data for children. I
think we should make this Pediatric Rule permanent and I will be
introducing legislation to do that.

It will also improve the ability of the FDA to require testing on
already marketed drugs when drug companies refuse to carry out
that testing on their own and better coordinate the incentives in
these important laws. So I'm very pleased to be here and to con-
tinue to work with my colleagues, led by Senator Dodd, to get this
done.

Senator DODD. Thank you immensely for that and again, thanks
for your terrific work on these issues over the years. It has been
a pleasure to work with you and it is a good cause. It is making
a difference every day.

We are delighted to have our witnesses with us. Let me briefly
introduce them. Susan Belfiore, we welcome you back and your
wonderful family. You and your husband, for those who are not fa-
miliar here, Susan Belfiore has five children and she is going to
testify on behalf of the Elizabeth Glaser Pediatric AIDS Foundation
and all of us up here have worked with the Foundation over the
years on a number of different issues. She and her husband adopt-
ed four children from Romania, all of whom are HIV positive and
Mrs. Belfiore will talk about the impact that the Pharmaceuticals
for Children Act and the Pediatric Research Equity Act have had
on her children and her family. It’s wonderful to have you with us.
You are so knowledgeable and we admire you immensely for the
gift of life and what you’ve done for these delightful children you
have.

Dr. Richard Gorman is a practicing pediatrician from Baltimore,
Maryland and we thank you and I admire that gray hair you've got
on your head, Doctor. It’s forming a caucus here occasionally, of
gray hairs.

[Laughter.]

Senator DoDD. He is Chairman of the American Academy of Pe-
diatrics section on Clinical Pharmacology and Therapeutics. Pre-
viously, Dr. Gorman ran a pediatric emergency department, an am-
bulatory center and was Medical Director of the Maryland Poison
Center and we thank you immensely. I say this over and over
again, over 26 years of working with these issues, but for the
American Academy of Pediatrics, family medical leave never would
have become the law of the land. The childcare legislation never
would have happened. Infant screening, premature birth legislation
that Senator Alexander and I have worked on together—it’s just a
remarkable group of physicians and I thank you every time you
come before this committee, for the difference you’ve made as a
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group of doctors who has just been really terrific over the years.
We thank you for your work.

Dr. Samuel Maldonado is Vice President and Head of the Pedi-
atric Drug Department Center of Excellence at Johnson & Johnson,
pharmaceutical research and development. He joined J&dJ in Feb-
ruary 2000 as Director of Pediatric Drug Development, received his
degree from the National University of Honduras and his MPH
from George Washington University and you've had a variety of
other experiences over your career and we thank you immensely
for your work and the contributions that J&J has made to our ef-
forts here today. I also point out that he ran the FDA—joined the
FDA rather, as a Medical Officer in the Division of Anti-Infected
Drug Products and was subsequently in the Division of Anti-Viral
Drug Products as well, so you have wonderful experience here.

Dr. Robert Campbell is a Professor of Orthopedics at the Univer-
sity of Texas, the Health Science Center at San Antonio and is a
pediatric orthopedic surgeon, an inventor and a father of five chil-
dren as well. He invented and developed and brought to market a
life saving pediatric surgical device known as the vertical expand-
able prosthetic titanium rib. We call it VEPTR, which is what it
is affectionately known as, which was approved as a humanitarian
device exception in 2004 after 14 years of FDA trials. That is a new
definition of tenacity, Doctor, for your work in that regard and we
thank you today for being with us.

I've mentioned Ed Rozynski already, who is the Vice President
of Global Government Affairs at Stryker Corporation. They are a
leading medical technology company and have been a leader in
products of significance for children over the years. Stryker has
been an early and vigorous supporter of the legislative effort to en-
sure the safety of medical devices used in children and I thank
them for their leadership in this effort. I would point out that Mr.
Rozynski is a student of International Health and Care Systems for
the past 20 years. Among his many accomplishments, working with
past Administrations and the FDA to ensure that U.S. companies
could export medical devices to other major industrialized countries
where they have been approved but which have not been granted
U.S. approval. So we thank you for your efforts on behalf of people
around the world as well.

With that, let me begin with you Susan. I'm not going to be rigid
about this but if you’d keep an eye on the clock, I want to just tell
you any documentation—all of your statements, their full contents
will be included in the record here today so if you can kind of get
through this in 5 or 6 minutes so we can move along and then have
a good question and answer period here on some of these issues,
I'd appreciate it very much. Welcome to the committee.

STATEMENT OF SUSAN BELFIORE, ELIZABETH GLASER
PEDIATRIC AIDS FOUNDATION, PRINCETON, NEW JERSEY

Ms. BELFIORE. Mr. Chairman and distinguished committee mem-
bers, thank you so much for having me and my family here today.
I am Susan Belfiore, mother of five children, four whom are HIV
positive.

I want to thank Senator Dodd, Senator Clinton, Senator Alex-
ander, Senator Kennedy, and Senator Enzi for your leadership on
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this issue. My family and I participated in a conference 5 years ago
to speak about the new Pediatric Rule legislation. I am honored to
be back again today to let you know the difference that it has made
in our lives and how important it is that medications continue to
be tested specifically for use in children.

This issue is not settled by any means but the progress we have
made is because of you. Thank you. You are all true champions for
children. I would also like to thank the Elizabeth Glaser Pediatric
AIDS Foundation for everything they do for children and families.
Our children are living healthier lives because of their work.

I would like to take a moment to acknowledge my family behind
me—my husband Bill and the five reasons why we’re here today:
our children. Ramona, Ionel, Loredana, Mihaela, and Aiden.

Senator DoDD. Why don’t you stand up to be recognized?

[Applause.]

Ms. BELFIORE. We are here today because our family, like so
many other families throughout the country are dependent on the
latest medications to keep our children healthy. As you heard, four
of our five children have the AIDS virus. Mihaela and Loredana
are taking life-sustaining medications.

Clearly, this is an issue that is close to my heart. As a parent,
there is nothing more difficult than knowing your child is sick. You
can often feel scared and frightened. But our family believes in
miracles. But miracles won’t happen without the correct medication
and the correct dosing. Both of these can be achieved only through
pediatric testing.

I still remember the first time when our then 8-year-old Mihaela
was put on a cocktail of drugs that many AIDS patients—adult
AIDS patients—were using. We took the medications out of the
pillboxes and put them into a container that was decorated with
horses. Mihaela loves horses. We had a silly hat party at the dining
room table. We wanted to focus on what was positive instead of the
fact that for a very long time and maybe for the rest of her life,
hMihlaﬁla might be dependent on the these medications to keep her

ealthy.

But the truth is, Mihaela and Loredana and thousands of chil-
dren like them are dependent on the latest medications to keep
them healthy, strong and alive. That is why the Best Pharma-
ceuticals for Children Act and the Pediatric Research Equity Act
are so important. Unless these laws are continued, many kids won’t
have a chance. They cannot afford to rely on guesswork. We've
tried that and I can tell you personally, it does not work.

This binder here is the record of my children’s medical life. For
the past 14 years, I have cataloged all aspects of their health,
charting their blood work every 3 months, what medications they
are taking, what reactions they might be having to the medica-
tions.

Ten years ago, we thought Mihaela was taking an effective drug
regimen for HIV. She was not. It turns out she had been under-
medicated because the drug she was taking had not been suffi-
ciently tested for use in children. Mihaela’s health suffered. Her
virus increased and once again, she started to pick up opportunistic
infections. Mihaela had only used this medication for a few years
before forming a resistance.
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As a mother, I can tell you resistance is a scary word because
it means your child has lost access to one more drug in a regime
and a very limited supply of options. When the options run out,
children suffer. I recently looked at a picture of the press con-
ference from 5 years ago. I believe Senator Dodd’s office has shared
a copy of the picture with you—I was shocked when I saw Mihaela.
She was underweight and she looked sick. When you’re in the mo-
ment, you don’t realize it, until you go back. I could see how poorly
she was doing.

In the last 5 years though, things have been really different. I
have to say that again. For the last 5 years, things have been real-
ly different. For the first time, Mihaela is taking medication that
was tested specifically for use in children. The results have been
dramatic. Mihaela has grown, she has put on weight, her energy
is incredible and she is free of infections. And the best part of it
is that for the last 4 years, she has had undetectable virus in her
system. She now loves and rides horses more than ever before.

My family’s personal struggle is with HIV. But I have to point
out that the value of these laws goes beyond HIV and beyond my
individual family. My family and I are here for parents and chil-
dren—all parents and all children, not just those living with AIDS.
We have heard the statistics—about three-quarters of prescription
medications have not been tested for use in children. These drugs
are for everything from cancer, asthma, HIV and AIDS.

Now I understand that testing drugs for use in children is an ad-
ditional expense for the drug companies. I also understand that it
can be difficult to conduct studies because of a variety of enroll-
ment issues. That is why BPCA includes an incentive for compa-
nies to do pediatric studies. That law is working well and it should
be continued and I know others on this panel will speak to you
more about that.

But this issue is just not about profit and the bottom line. It
must be about the value of a child’s life. To be honest, I wonder
why testing medication in children is even a question. As adults,
we wouldn’t take medications that have not been tested for us, so
why then, would we give them to our children?

That is why I strongly believe that the Pediatric Research Equity
Act should be made permanent. My children come from a country
that didn’t have the resources to invest in its children, all its chil-
dren, especially sick ones. Those were horrific times for Romania
and they did the best they could. But I am here to say that we can
do better. In the end, it’s all about the children.

When it comes to medication, we know children are not just
small adults. We know these laws work. We know there are still
so many drugs out there that have not been tested for children and
we know that now that we have this awareness, there can be no
going back.

I appeal to you on behalf of my children and millions of children
that are just as precious and important as they are, to reauthorize
these laws as soon as possible. Surely we can agree that children
deserve nothing less than the same information about safety and
dosing of drugs that we demand for ourselves as adults.

Thank you again for inviting me here today on behalf of all par-
ents. Thank you so much for all you do for children.
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[The prepared statement of Ms. Belfiore follows:]

PREPARED STATEMENT OF SUSAN BELFIORE

Mr. Chairman and distinguished committee members. Thank you so much for
having me and my family here today. I am Susan Belfiore, mother of 5 children,
4 of whom are HIV-positive.

I want to thank Senator Dodd, Senator Kennedy, Senator Enzi, Senator Alex-
ander, and Senator Clinton for your leadership on this issue. My family and I par-
ticipated in a press conference 5 years to announce the new Pediatric Rule legisla-
tion. I'm honored to be back again today to let you know the difference it has made
in our lives and why it’s so important that medications continue to be specifically
tested for use in children.

This issue is not settled, by any means, but the progress we have made is because
of you. You are all true champions for children. And I wanted to thank you.

I'd also like to thank the Elizabeth Glaser Pediatric AIDS Foundation for every-
thing they do for children and families. Our children are living healthier lives be-
cause of their work.

T’d like to take just a moment to acknowledge my family behind me—my husband
Bill, and the five reasons why I am here: my children, Ramona, Ionel, Loredana,
Mihaela, and Aiden. We are here today because our family—like so may other fami-
lies throughout the country—is dependent on medications to keep our children
healthy. As you just heard, four of our five children are living with the AIDS virus.
Mihaela and Loredana are taking life-sustaining medications.

So clearly, this is an issue that I hold close to my heart. As a parent, there is
nothing more difficult than knowing your child is sick. You feel scared. Frustrated.
Terrified. Helpless. You put your trust in doctors, and researchers, and the latest
medications—and then you force yourself to believe.

Our family believes in miracles. But miracles won’t happen without the correct
medication and their correct dosing. Both of these can be achieved only through pe-
diatric testing.

I still remember the first time we put our then 8-year-old daughter Mihaela on
the cocktail of drugs used by many AIDS patients. We took the medications out of
the pill boxes and put them into a container decorated with horses. Mihaela loves
horses. We had a silly hat party at the dining room table. We wanted to turn the
whole event into something that was positive, instead of focusing on the fact that
for the rest of her life, Mihaela would be dependent on the latest medications to
keep her alive.

But the truth is that Mihaela and Loredana and thousands of children like them
ARE dependent on the latest medication to keep them healthy and strong and alive.
And that is why the Best Pharmaceuticals for Children Act and the Pediatric Re-
search Equity Act are so important.

Unless these laws are continued, these kids won’t have a chance. They cannot af-
ford to rely on guesswork. We've tried that, and I can tell you personally that it
just doesn’t work.

This binder is the story of my children’s medical life. In it I have cataloged all
the details of their illnesses—everything, including drug regimens, drug reactions,
blood work, and hospitalizations. It’s a visible reminder, to me, of the control and
responsibility I have against a disease where so much is unknown.

Seven years ago, we thought Mihaela was taking an effective drug regime for
HIV. She was not. It turns out she had been undermedicated because the drug she
was taking had not been studied sufficiently for use in children. Mihaela’s health
suffered. Her virus increased. Once again, she started to pick up opportunistic infec-
tions.

Mihaela had only used this medication for a few years before forming a resistance.
As a mother, resistance is a very scary word because it means your child has lost
access to one more drug regime, one in a very limited supply of options.

And when the options run out, children suffer and even die.

Recently I looked at a picture of that press conference from 5 years ago. I was
shocked when I saw Mihaela. She was underweight. She looked sick. When you’re
in the moment, you don’t realize it, until you go back. In this photo, you can really
see just how poorly she was doing.

In the last 6 years, though, things have been different. For the first time, Mihaela
has taken medication that WAS tested specifically for use in children. The results
have been dramatic. Mihaela has grown, put on weight, and has been free of infec-
tions. And for the last 4 years she has had undetectable virus. Her love of horses
has grown too.

Thank you.
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My family’s personal struggle is with HIV. But I have to point out that the value
of these laws goes beyond HIV, beyond my individual family. I, and my family, are
here for all parents, and especially for all children, not just those living with HIV
and AIDS. We've all heard the statistic: About three-quarters of prescription medi-
cations have not been tested for use in children. These are drugs for everything from
asthma and allergies, to high blood pressure and HIV/AIDS.

As parents, we need to know that we are doing the very best that we can for our
children. We never give up. We never say no to what our children need, especially
when it comes to medicines that can save their lives. And I can’t imagine our gov-
ernment leaders would either.

Now, I understand that testing drugs for use in children is an additional expense
for drug companies. And I also understand that it can be difficult to conduct the
studies because of a variety of enrollment issues. That’s why BPCA includes an in-
centive for companies to do pediatric studies. That law is working well and should
be continued. And I know others on this panel will talk to you more about that.

But this issue cannot just be about profits and the bottom line. It must be about
the value of a child’s life. To be honest, I wonder why the idea that all medications
should be studied for children is even a question. As adults, we wouldn’t take medi-
cations that were not tested for us. So why would we give them to our children?

And that is why I strongly believe that the Pediatric Research Equity Act should
be made permanent.

My children come from a country that didn’t have the resources to invest in all
its children—especially sick ones. Those were horrific times for Romania and they
did the best they could. But I'm here to say that we can do better. 'm here today
to tell you that my children, and millions of children like them, are worth investing
in. It sounds like such a strange thing to say. How can there even be a question?

And this investment doesn’t just apply to drugs. Senator Dodd has introduced leg-
islation that applies the lessons we have learned about safe drugs for children to
the world of medical devices. Children often rely on medical devices, such as heart
pumps and ear implants, to treat serious conditions and illnesses. Yet there are so
few medical devices designed specifically for children. So doctors must improvise,
and sometimes, children are hurt in the process. Let us not repeat past mistakes
and leave children behind as science and technology move forward.

In the end, this is all about children. These laws are basic investments in our chil-
dren’s future. We know they work and we know they are saving lives.

I appeal to you on behalf of Ramona, Ionel, Loredana, Mihaela, Aiden, and mil-
lions of other children just as precious and important as they are, to reauthorize
these laws as soon as possible. Surely we can agree that our children deserve noth-
ing less than the same information about the safety and dosing of drugs that we
demand for ourselves as adults.

Thank you again for inviting me here today. And on behalf of all parents, thank
you so much for all you do for our children. I can tell you personally, you are mak-
ing a real difference.

Senator DoDD. Thank you very, very much, Ms. Belfiore. We ap-
preciate it very much and thank you for bringing your family
along. It’s wonderful to have you here with us today and seeing you
all doing so very, very well. I remember very well the gathering
about 5 years ago when we saw all of you. It’s nice to have you
back with us. Thank you for coming. Thank you for your testimony
and your work as well.

Dr. Gorman, thank you for joining us.

STATEMENT OF RICHARD GORMAN, M.D., FAAP, PEDIATRI-
CIAN AND CHAIR OF THE AMERICAN ACADEMY OF PEDIAT-
RICS’ SECTION ON CLINICAL PHARMACOLOGY AND THERA-
PEUTICS, BALTIMORE, MARYLAND

Dr. GORMAN. Mr. Chairman and members of the committee, I am
Richard Gorman, a practicing pediatrician who has taken care of
infants, children and adolescents for over 25 years. I thank the
committee for holding this hearing on the need for safe and effec-
tive drugs and medical devices for children and after reading Su-
san’s testimony last night, I took out the same set of pictures and
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I remembered that press conference and Senator DeWine and Sen-
ator Frist and Senator Clinton and yourself standing there in the
front of the room, realizing that something good had happened for
children that day. I wanted to bring that back up because it was
a wonderful time for us as well.

Senator DoDD. Thank you.

Dr. GorMmaN. If I learned anything at the last conference, it’s
that you should never have to speak after Susan.

[Laughter.]

Dr. GORMAN. Which was exactly my placement the last time as
well. This is another learning experience for me. In my practice at
Pediatric Partners in Maryland, I see first-hand the pediatric
therapeutic benefits of increased pediatric information. With over
80,000 pediatric visits annually to our practice sites, my partners
and I can attest to the importance of pediatric drug studies.

I am here today on behalf of the American Academy of Pediatrics
to discuss the Best Pharmaceuticals for Children Act and the Pedi-
atric Research Equity Act, which are critical public policy successes
for children. I wish to extend the Academy’s sincerest thanks to
both Senators Dodd and Clinton for their long support for cham-
pioning these important bills.

I can say without reservation that in the last decade, we have
gained more useful pediatric drug information through these two
laws than we had in the previous 70 years. It is vitally important
for children that these laws be reauthorized. The Academy is
pleased to support the draft BPCA reauthorization proposed for re-
lease by Senator Dodd and the PREA reauthorization legislation
soon to be introduced by Senator Clinton.

In previous testimony before Congress, I have described children
as the canaries in the mine shafts. They have always acted as the
early warnings of unknown dangers in therapeutics. BPCA and
PREA work together to help protect our children from these dan-
gers. These two pieces of legislation create an effective two-pronged
3pproach to generate knowledge about the drugs we use in chil-

ren.

However, despite the important advances resulting from BPCA
and PREA, there is still much more to learn. Still today, nearly
two-thirds of drugs used in children are not labeled for them. When
children are in hospitals, 80 percent of them receive at least one
drug that is for an off-labeled use, much like the Arthrithomycin
used in the State of Tennessee, for these children with pertussis
that were a little young to get that medicine. Therefore for chil-
dren, off-label use remains the rule and not the exception.

Mr. Chairman, in my written testimony, I have elaborated on the
recommendations for improvements for these legislations in several
areas. We believe that Senators Dodd and Clinton have addressed
AAP’s concerns well in their respective reauthorization bills. Both
proposals work together to maximize the historic opportunity to
pass a well-coordinated and effective packet of legislation that will
benefit all children.

The proposed legislation increases the dissemination, the trans-
parency and the tracking of pediatric drug information. It stream-
lines and integrates the FDA Administration of BPCA and PREA
to improve the uniformity, the consistency and the quality of pedi-
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atric studies and it expands the study of off-patented or generic
drugs and addresses gaps in the understanding of pediatric thera-
peutics.

In addition, Senator Dodd’s proposal for adjusting the exclusivity
extension is a balanced compromise that will preserve the quality
and the number of pediatric studies gained through BPCA.

It also addresses the concerns regarding excessive profits. We
know that 6 months of additional marketing exclusivity has been
very successful in the past in creating pediatric studies.

The AAP pledged to review any proposal for limiting the exclu-
sivity awarded under BPCA using two criteria. First, any change
must not reduce the number of drugs studied in children. The GAP
found that drug sponsors agreed to conduct studies and proposals
to written requests from the FDA 81 percent of the time. Any pro-
posal that will decrease the number of favorable responses to a
written request would undermine the essential goal of BPCA.

We have data published in the medical journals to show that
simply cutting the incentive from 6 months to some lesser number
will certainly reduce pediatric studies and we cannot support those
proposals.

The second criteria we were using was administrative simplicity.
Proposals using complicated formulas are likely to bog down the
FDA and give rise to endless disputes between sponsors and the
agency, including litigation. We cannot risk deterring or delaying
important information getting into the hands of families and their
healthcare providers.

The changes proposed by Senator Dodd are straightforward and
as clear as possible. It targets only those blockbuster drugs for
which an appropriate reduction in exclusivity will not reduce ac-
ceptance of, and successful completion of, written requests for
blockbuster drugs.

We also support Senator Clinton’s legislation that makes PREA
a permanent part of the Food and Drug Act. The FDA currently
has permanent authority to ensure the safety of drugs in adults.
Children deserve the same. When PREA is reauthorized, it should
be made permanent. Congress should not need to debate every few
years whether or not they should continue to require safety testing
for drugs for children.

It is useful, however, to re-evaluate the exclusivity program peri-
odically to ensure that incentive offered achieved its desired goals,
despite the dynamic pharmaceuticals market. Congress should
have the opportunity every 5 years to analyze whether BPCA con-
tinues to strike the right balance between achieving critical pedi-
atric information and providing an appropriate incentive to main-
tain the number and quality of pediatric studies.

In closing, I would like to thank the committee again. I would
like to reiterate the strong support of the American Academy of Pe-
diatrics for reauthorization of the Best Pharmaceuticals for Chil-
dren Act and the Pediatric Research Equity Act. We urge their re-
newal as part of the package of FDA bills under consideration by
this committee for the sake of all the children in the United States.
T'll be happy to answer any questions later.

[The prepared statement of Dr. Gorman follows:]
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PREPARED STATEMENT OF RICHARD L. GORMAN, M.D., FAAP

Mr. Chairman, members of the committee, I am Richard Gorman, M.D., FAAP,
a practicing pediatrician who has taken care of infants, children and adolescents for
over 29 years. I am here today representing the American Academy of Pediatrics
(AAP) in my official capacity as chair of the AAP Section on Clinical Pharmacology
and Therapeutics. It is through my practice, Pediatric Partners in Ellicott City,
Maryland where I see firsthand the pediatric therapeutic benefits of increased infor-
mation on drugs used in children. With over 80,000 pediatric visits annually in four
clinical sites in three counties in Maryland, my partners and I can attest to the im-
portance of pediatric drug studies legislation.

The pediatric academic research community that includes the Ambulatory Pedi-
atric Association, American Pediatric Society, Association of Medical School Pedi-
atric Department Chairs, and the Society for Pediatric Research also supports and
endorses the Academy’s testimony. These societies comprise academic generalist pe-
diatricians, pediatric researchers, and full-time academic and clinical faculty respon-
sible for the delivery of health care services to children, the education and training
of pediatricians, and the leadership of medical school pediatric departments.

THE SUCCESS OF BPCA AND PREA

I am here today on behalf of the American Academy of Pediatrics to discuss the
Best Pharmaceuticals for Children Act (BPCA) and the Pediatric Research Equity
Act (PREA), which represent critical public policy successes for children. I begin my
testimony today by saying enthusiastically and without reservation that in the last
decade we have gained more useful information on drugs used in children through
BPCA and PREA than we had in the previous 70 years.

I wish to extend the Academy’s sincerest thanks to Senators Dodd and Clinton
for their long support and for championing these important bills. These two pieces
of legislation have advanced medical therapies for infants, children, and adolescents
by generating substantial new information on the safety and efficacy of pediatric
pharmaceuticals where previously there was none. It is vitally important for infants,
children and adolescents that these laws be reauthorized.

In previous testimony before Congress, I have described children as “the canaries
in the mineshafts,” acting as early warning of unknown dangers. Legislative
progress on drug safety for all Americans has most often been made after the tragic
injuries or deaths of children. Despite this history, little progress was made in the
effort to include the pediatric population in therapeutic advances until passage of
the pediatric studies provision of the Food and Drug Administration Modernization
Act of 1997 (FDAMA). This provision was later reauthorized as BPCA in 2002, and
PREA was enacted in 2003. With the passage of this legislation, we have started
to remedy the alarming lack of pediatric drug labeling and information available to
pediatricians and other health professionals.

BPCA and PREA work together as an effective two-pronged approach to generate
pediatric studies. PREA provides FDA the authority to require pediatric studies of
drugs when their use for children would be the same as in adults. BPCA provides
a voluntary incentive to drug manufacturers of an additional 6 months of marketing
exclusivity for conducting pediatric studies of drugs that the FDA determines may
be useful to children.

Since the passage of FDAMA over a decade ago, FDA has requested nearly 800
studies involving more than 45,000 children in clinical trials through a written re-
quest. The information gained from these studies resulted in label changes for 119
drugs.! By comparison, in the 7 years prior to FDAMA, only 11 studies of marketed
drugs were completed, though 70 studies were promised. Similar data tracking
PREA’s effectiveness is not publicly available. AAP hopes this year’s reauthorization
will create that tracking system.

As a clinician, I cannot overstate the importance of what we have learned through
the pediatric studies generated by these laws. Children’s differing metabolism,
growth and development, and size have very large effects. The performance of medi-
cations in children’s bodies is even more dynamic and variable than we anticipated.
Indeed, we have really learned, once again, that children are not just small adults.
And the more we learn, the more we realize we didn’t know.

For example, pediatric studies and resultant labeling have:

e given pediatricians the ability to give the correct dose of pain relief medicine
to children with chronic pain that were previously under dosed (Neurontin®);

1 American Academy of Pediatrics. Pediatric studies lead to more information on drug labels.
AAP News. 2007;2:20-25.
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e warned ICU physicians that a drug used for sedation in ICUs had twice the
mortality rate as another drug combination (Propofol®)=

e given pediatricians and child psychiatrists important information on both the
relative effectiveness and serious side effects of anti-depressant medication in ado-
lescents (Prozac®, Moy A®, €T 0A.)=

e given children increased relief of pain from medicines taken by mouth, breathed
into the lungs, given through the vein, and absorbed through the skin; and,

o alerted both pediatricians and parents about unexpected side effects of medica-
tions that have allowed for a more complete discussion of both the risks and benefits
of a particular therapeutic course.

What a tremendous improvement over the shrugging shoulders and the resigned
look and the soft sigh when we had to say: “I'm sorry, we just don’t know enough
about this drug in children.”

If a drug is not labeled for children, pediatricians are faced with two difficult
choices: (1) not using a medication that could provide relief and help to the child
because it is not labeled for use in pediatrics or (2) using the medication off-label
based on limited studies and/or the clinical experience of health professionals. BPCA
and PREA have given pediatricians more information to avoid this necessary but
inadequate practice.

Better labeling has lead to better therapeutics for children, reducing medical er-
rors and adverse effects. Lack of proper information for pediatric patients related
to dosing, toxicity, adverse effects, drug interactions, etc. can lead to medical errors
and potential injury. Medication errors produce a variety of problems, ranging from
minor discomfort to substantial morbidity that may prolong hospitalization or lead
to death. Another important factor underscoring the need for better labeling is the
increasing effort of private and public payors to limit reimbursement for drugs pre-
scribed off-label.

Increased pediatric studies also encourage the creation of child-friendly drug for-
mulations. Even the most effective drug cannot improve a child’s health if the drug
is unavailable in a formulation that a child can take (e.g., pills vs. liquid) or if the
taste is unpalatable. Compliance with a prescription often relies on the formulation.
If a parent has to struggle with the child every time a dose is needed, the likelihood
of completing the full prescription to obtain maximum benefit is greatly reduced.
Again, here BPCA and PREA have been successful in informing what pediatric for-
mulations are effective for children.

BPCA AND PREA ARE STILL ESSENTIAL TOOLS

Despite the advances resulting from BPCA and PREA, there remains much
progress to be made. Children remain second-class citizens when it comes to drug
safety and efficacy information. Currently, nearly two-thirds of drugs used in chil-
dren are still not labeled for children.2 Almost 80 percent of hospitalized children
receive at least one drug prescribed to them for an off-label use.3 For children, off-
label use is the rule, not the exception, because of the scarcity of prescribing infor-
mation for this population. Therefore, both BPCA and PREA are still crucially im-
portant and must be reauthorized this year, including needed improvements.

This year is the first time BPCA and PREA will be reauthorized together, pro-
viding Congress with an historic opportunity to pass a well-coordinated and effective
package of legislation for the benefit of all children. We recommend the following
improvements.

Increase the dissemination, transparency, and tracking of pediatric drug informa-
tion. Dissemination of pediatric information to families and healthcare providers
should be increased in both BPCA and PREA. If families choose to involve their chil-
dren in a clinical trial for a drug, then the drug label should reflect that study. The
Government Accountability Office (GAO) found that about 87 percent of drugs
granted exclusivity under BPCA had important label changes.4 This is good news
but it is our view that every drug label should reflect when a pediatric study was
done (either through BPCA or PREA) and the results of the study, whether the re-
sults are positive, negative, or inconclusive. Moreover, FDA and drug sponsors must
do more to communicate these label changes to pediatric clinicians. FDA should con-
tinue and expand its periodic monitoring of adverse events for both PREA and
BPCA as this has been a useful tool to evaluate drug therapies after approval.

2United States Government Accountability Office. Pediatric Drug Research. (GAO-07-557); 1.

3Shah SS, Sharma VS, Jenkins KdJ, Levin JE. Off-label Drug Use in Hospitalized Children.
Arch Pediatr Adolesc Med. 2007;161:282-290.

4GAO 2007; 16.
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The transparency of the written request process used by FDA can be improved.
Increased transparency will be beneficial to pediatricians, sponsors and families.
AAP recommends that written requests be made public at the time FDA awards ex-
clusivity and that each written request be allowed to include both off-label and on-
label uses. Moreover, because we recognize that FDA has improved the pediatric
study written requests since 1997, we recommend that the Institute of Medicine be
engaged to review a representative sample of all written requests and pediatric as-
sessments under PREA. This scientific review will provide recommendations to FDA
to continue to improve the consistency and uniformity of pediatric studies across all
review divisions within the FDA’s Center for Drug Evaluation and Research.

Information regarding the number of written requests issued as well as informa-
tion regarding pediatric studies and label changes made as a result of BPCA is
tracked and posted at FDA’s Web site. This information is key to understanding the
operation of the law for children and we recommend that FDA also be required to
track this information for PREA and make such information available.

Integrate and strengthen BPCA and PREA administrative processes. In general,
BPCA and PREA processes are working well at FDA but more often as parallel pro-
grams than one administratively integrated pediatric study program. AAP supports
the expansion of the existing internal FDA pediatric committee to include additional
kinds of expertise within the agency and an integrated approach to the review and
tracking of all pediatric studies requested or required by FDA, including the ability
to require labeling changes.

Expand study of off-patent drugs. BPCA and PREA work well for new drugs and
other on-patent drugs for which increased market exclusivity provides an appro-
priate incentive. However, for generic or off-patent drugs, BPCA and PREA have
had a less effective reach. At the last BPCA reauthorization, Congress tasked the
National Institute for Child Health and Human Development (NICHD) with cre-
ating a list of off-patent drugs needing further study in children and with con-
ducting those needed studies. Although Congress never appropriated any funding to
NICHD for this purpose, NICHD nevertheless has made significant progress identi-
fying important off-patent drugs in need of study and starting clinical trials to study
these drugs. AAP recommends that the role of NICHD be expanded in the current
reauthorization to include study of the gaps in pediatric therapeutics in addition to
generic or off-patent drugs. We also recommend PREA be strengthened so that
needed pediatric studies can be conducted while drugs remain on patent.

BPCA also contains a mechanism through which pediatric studies of on-patent
drugs declined by the sponsor can be referred to the Foundation for the National
Institutes of Health (FNIH). FNIH is given authority to collect donations from phar-
maceutical companies to fund such studies. Unfortunately these donations were not
forthcoming, and, as reported in the GAO report, no studies have been completed
using this mechanism. The Academy recommends retaining the legal authority of
FNIH to maintain an emphasis on children and raise money from drug companies
for important pediatric needs, such as training pediatric clinical investigators, build-
ing pediatric research networks and studying pediatric disease mechanisms. How-
ever, (‘ihe mandate to conduct pediatric studies of on-patent drugs should not be con-
tinued.

Maintain quality and number of pediatric studies while addressing “windfalls.”
Providing drug companies 6 months of additional marketing exclusivity has been
enormously successful in creating pediatric studies. The studies and label changes
highlighted earlier in my testimony demonstrate this. Recent data shows that for
the large majority of drugs, the return to companies for responding to a written re-
quest has not been excessive. The Journal of the American Medical Association pub-
lished a study in February that showed the return to companies for performing pe-
diatric studies varies widely.?> Most companies who utilize BPCA made only a mod-
est return on their investment in children.¢ However, for about 1 out of 5 companies
with annual sales greater than $1 billion, the returns garnered through exclusivity
have been very generous. Concerns regarding the returns to these “blockbuster”
drugs have been voiced by several Members of Congress and a number of proposals
have surfaced to limit or change the patent extension.

Any proposal to amend the pediatric exclusivity provision must not reduce quality
and number of pediatric studies. The Academy has pledged to review any proposal
for limiting the exclusivity awarded under BPCA using two criteria: first, any
change must not reduce the number of drugs studied in children. GAO found that

5Li JS, Eisenstein EL, Grabowski HG, et al. Economic Return of Clinical Trials Performed
Under the Pediatric Exclusivity Program. JAMA. 2007;297:490-488.

6 The median annual sales of a drug receiving pediatric exclusivity were $180 million with a
return on investment of 1.5 times the cost of the study.
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drug sponsors agreed to conduct studies in response to a written request from FDA
81 percent of the time.” Any proposal that will decrease the number of companies
responding favorably to a written request from FDA would undermine the essential
goal of BPCA. We now have data to show that simply cutting the incentive from
6 months to some lesser number across-the-board will certainly reduce pediatric
studies and we cannot support such proposals.

The second criterion is administrative simplicity. Proposals for using complicated
formulas are likely to bog down the administration of the program by FDA and give
rise to endless disputes between sponsors and the agency—including litigation. We
cannot risk deterring or delaying important information getting into the hands of
families and their health care providers. Every additional variable that Congress
gives FDA to evaluate, when considering awarding the incentive, adds an additional
level of complexity and moves FDA further from its core regulatory expertise.

However, this does not mean that this issue should not be addressed. When this
committee acts to reauthorize the exclusivity extension, we encourage you to make
changes that are straightforward and as clear as possible, targeting only those
“blockbuster” drugs for which an appropriate reduction in the exclusivity will not
reduce acceptance and successful completion of written requests.

Make PREA a permanent part of the Food and Drug Act and continue to reevalu-
ate BPCA. The FDA currently has the permanent authority to ensure the safety of
drugs used in adults. Children deserve the same. When PREA is reauthorized, it
should be made permanent. Congress need not debate every few years whether we
should continue to require safety and efficacy information on drugs used in children.
It is useful, however, to reevaluate the exclusivity program periodically to ensure
that the incentive offered achieves its desired goal despite changes in the dynamic
pharmaceuticals market. Congress should have the opportunity every 5 years to
analyze whether BPCA continues to strike the right balance between achieving crit-
ical pediatric information and providing an appropriate incentive to maintain the
number and quality of pediatric studies for on-patent medication.

CONCLUSION

I would like to thank the committee again for allowing me the opportunity to
share with you the strong support of the American Academy of Pediatrics for reau-
thorization of BPCA and PREA. We urge their renewal as part of the package of
FDA bills under consideration by this committee for the sake of all children
throughout the United States.

I would be happy to answer any questions you may have.

Senator DopD. Thank you very much, Dr. Gorman. We're very
grateful for your testimony. Dr. Maldonado, we appreciate your
presence.

STATEMENT OF SAMUEL MALDONADO, M.D., MPH, FAAP, VICE
PRESIDENT AND HEAD OF PEDIATRIC DRUG DEVELOPMENT
CENTER OF EXCELLENCE, JOHNSON AND JOHNSON PHAR-
MACEUTICAL RESEARCH AND DEVELOPMENT, RARITAN,
NEW JERSEY

Dr. MALDONADO. Good afternoon, Mr. Chairman and members of
the committee. My name is Samuel Maldonado. I am Vice Presi-
dent and Head of the Pediatric Drug Development Center at J&J
and I appreciate the opportunity to testify today on these two pro-
grams.

I believe they have made a significant contribution to improving
the availability and safety of medicines for children. Johnson &
Johnson as a company and I personally applaud the leadership of
this committee and especially Senator Dodd, in advancing issues
related to children’s health, the area to which I have dedicated my
own life and career.

A pediatrician by training, I have spent almost a decade at the
FDA as a Medical Officer where I participated in many aspects of

7GAO 2007; 12.
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the regulatory process for development of pediatric medicines, in-
cluding the Chair of the Working Group that helped develop the
FDA’s views on how medicines already approved for adults should
be properly studied in children.

In almost two decades of work in pediatrics and drug develop-
ment, I have seen many policies put forward with the aim of help-
ing to ensure safe and effective medicines for children. None have
had as profound and positive an impact as the Best Pharma-
ceuticals for Children Act, known as BPCA, together with the Pedi-
atric Research Equity Act or PREA.

I urge you to renew these important pieces of legislation and
grant them the permanence they merit by removing their sunset
clauses. Together, BPCA and PREA working in synergy, provide
both an incentive and a requirement crucial to the success of a ro-
bust program. PREA gives the FDA the authority to require phar-
maceutical companies to conduct pediatric studies for certain uses
in clinical development.

BPCA goes beyond PREA, encouraging manufacturers to ask,
where are the unmet needs for children? And then pursue mean-
ingful answers to that question under the guidance and direction
of the FDA.

Since their enactment, BPCA and PREA have been catalysts for
unprecedented advancements in pediatric drug research. The trans-
formation that has been observed in pediatric drug development
has been astounding, as the statistics outlined in my written testi-
mony attest.

Prior to the flood of new data that BPCA and PREA have helped
generate, pediatric pharmaceutical care was in many ways a guess-
ing game. I saw this firsthand on an almost constant basis.

I just want to share with you one of the examples. Early in my
career, when I was a Fellow at the FDA, I took an interest in
metronidazole, a highly effective antibiotic used so widely that it
was and still is administered even to premature babies. After re-
viewing the literature, I found no clinical data whatsoever, even in
the dose that was recommended for children. There was only a
paper written by Dr. John D. Nelson, an expert so well respected
that he is considered the grandfather of pediatric infectious dis-
eases. So I contacted him and asked him how he arrived at the
dose? He said, “Son, I thought it was a good dose.” This is, of
course, no criticism of Dr. Nelson. He made his best judgments, as
did we all, in the face of limited information. But when the health
and well-being of children are at stake, we know that best judg-
ments absent clinical data just aren’t good enough. Children and
all patients deserve better.

Under BPCA and PREA, pharmaceutical companies of all sizes,
including J&J, are pursuing pediatric studies like never before and
the benefits have been significant.

In recent years, pediatric information has been developed for a
large number of medicines and formulations have been also devel-
oped for dose medicines. Formulations that remain available for
chilfz.iren long after BPCA has expired—or the exclusivity has ex-
pired.

At Johnson and Johnson, we have conducted pediatric studies in
areas ranging from autism to cancer to infectious diseases. We
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have found that several medicines approved in adults were also ef-
fective in children, often at different doses but we have also found
that some medicines used in adults do not work in children. These
findings and continued studies have expanded our understanding
of pediatric therapeutics and improve our development process for
pediatric medicines.

To sustain the progress that BPCA and PREA have made pos-
sible and to strengthen the framework for future pediatric studies
and infrastructure, the sunset clauses in both pieces of legislation
should be permanently removed. By removing the sunset clauses,
Congress will convey the powerful message that pediatric drug de-
velopment is here to stay and drug safety and effectiveness for chil-
dren is firmly among the Nation’s highest priorities. The sunset
clauses’ removal will also help industry create and sustain the nec-
essary infrastructure to continue improving pediatric therapeutics.
All pediatricians know that more pediatric studies are needed. You
can help them and the children they serve to get what they need.

In conclusion, the permanent renewal of BPCA and PREA is
vital to continued progress in ensuring safe and effective medicines
for children. No regulatory effort or legislation before these has
come close to stimulating the kinds of advancements in pediatric
drug safety and effectiveness that we’ve seen over the past decade.

Thank you again, Mr. Chairman and the committee, for your
work on behalf of children’s health and for giving me the oppor-
tunity to speak to you today. I look forward to answering any ques-
tions you may have.

[The prepared statement of Dr. Maldonado follows:]

PREPARED STATEMENT OF SAMUEL MALDONADO, M.D., MPH, FAAP

Good afternoon, Mr. Chairman and Members of the committee. My name is Dr.
Samuel Maldonado, and I am Vice President and Head of the Pediatric Drug Devel-
opment Center of Excellence at Johnson & Johnson Pharmaceutical Research and
Development, speaking today on behalf of Johnson & Johnson, one of the world’s
largest providers of pediatric medicines. I am honored to come before you today as
part of this important hearing to examine and affirm the best path forward to en-
sure safe and effective medicines for children.

Johnson & Johnson as a company and I personally applaud this committee for its
leadership in advancing issues related to children’s health. Indeed, it is the area to
which I have dedicated my own life and career: After receiving my medical degree
and completing my residency in pediatrics, I pursued a combined post-doctoral fel-
lowship in pediatric infectious diseases and regulatory medicine at Children’s Na-
tional Medical Center, George Washington University, and the Food and Drug Ad-
ministration (FDA) before serving at the FDA as a Medical Officer in the Center
for Drug Evaluation and Research.

While at the FDA, I participated in several important aspects of the scientific and
regulatory process relating to improving the development of pediatric medicines, in-
cluding as Chair of the FDA Pediatric Pharmacokinetic Working Group that wrote
the FDA Pediatric Pharmacokinetic Guidance for Industry, which set forth FDA’s
V}ileizs(/ls on how medicines already approved for adults could be properly studied for
children.

Today, my experience in pediatrics and in drug development spans almost two
decades. In that time, I have seen many policies put forward with the aim of helping
to ensure safe and effective medicines for children. None have had as profound and
positive an impact as the pediatric provisions of the Food and Drug Administration
Modernization Act of 1997 (FDAMA), appropriately renewed and expanded in 2002
as the Best Pharmaceuticals for Children Act (BPCA). This legislation provides for
the possibility of 6 months of marketing exclusivity for a medicine in exchange for
the voluntary completion of pediatric drug studies. As a result, it has spurred a tre-
mendous increase in pediatric drug studies that is enhancing our knowledge of how
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medicines work in children, in turn leading to the development of safer and more
effective prescription medicines for children.

As we consider the topic today of ensuring safe medicines for children, I urge you
to give priority attention to the need to renew the BPCA and its complementary leg-
islation, the Pediatric Research Equity Act or PREA, this year. Moreover, I urge the
committee to give these vital pieces of legislation the permanence they merit by re-
moving the sunset clauses in both that are holding back, I believe, an even greater
realization of their potential to stimulate further progress in pediatric drug re-
search.

BPCA AND PREA: CATALYSTS FOR UNPARALLELED ADVANCEMENTS IN PEDIATRIC DRUG
RESEARCH, SAFETY & EFFECTIVENESS

The reasons for reauthorization of BPCA and PREA are clear, numerous, and re-
sounding. Together, they provide both an incentive and a requirement crucial to the
success of a robust pediatric program. With that synergy in play, they have helped
bring to light gaps in our understanding of pediatric pharmaceutical care and have
created a highly successful incentives framework to foster the collection of targeted
data to fill those gaps.

PREA gives the FDA the authority to require a pharmaceutical manufacturer to
conduct pediatric studies for certain uses under clinical development. BPCA goes be-
yond PREA, encouraging manufacturers to ask, “Where are the unmet needs for
children?”—including off-label uses—and then to pursue meaningful answers to that
question under the guidance and direction of the FDA.

It is useful to remember that these laws were passed only after years of efforts
by the FDA to encourage more pediatric studies and improved labeling for medicines
that FDA knew were being used in the care of children. In 1994, FDA issued a regu-
lation that it hoped would encourage sponsors to seek approval for pediatric uses.
FDA also improved and streamlined the types of studies that could be used to
bridge between adult and pediatric doses of medicines. That these efforts were not
successful underscores the exceptional success of BPCA and PREA.

I have personally observed a night-and-day difference between pediatric drug de-
velopment prior to the passage of BPCA and since. The transformation in this field
has been nothing short of astounding, as the numbers alone attest: Since the pedi-
atric study incentive program’s original passage in 1997, there have been 492 pedi-
atric proposals submitted to FDA. As of September of last year, the FDA had re-
quested 782 pediatric studies. To date, the Agency has granted pediatric exclusivity
for 132 approved products. More than 45,000 pediatric patients have participated
in the studies over the last 10 years. Pharmaceutical companies of all sizes are pur-
suing pediatric studies like never before, for products at all levels of the sales vol-
ume spectrum.

The Center for the Study of Drug Development at Tufts University reported this
month that the cumulative number of completed pediatric studies, subsequently ac-
cepted by the FDA, rose from 58 in 2000, when BPCA was first renewed, to 568
in 2006. In that same time period, the number of full safety and effectiveness pedi-
atric drug studies conducted rose by a full 60 percent. This includes research into
therapies for rare childhood diseases, including a significant number of pediatric
cancer indications and treatments for serious illnesses such as pediatric AIDS,
Crohn’s Disease, bronchopulmonary dysplasia, and many others.

My personal experience as a pediatrician prior to BPCA and PREA—and the expe-
riences of countless others in my field—substantiate the night-to-day transformation
that has occurred with these important pieces of legislation. Prior to the flood of
new data that BPCA and PREA have helped to generate, pediatric pharmaceutical
care was in many ways a guessing game.

One experience from my early career aptly illustrates this predicament for pedia-
tricians prior to the increase in pediatric clinical data: When I was carrying out my
fellowship at the FDA, I took a keen interest in metronidazole, a widely used anti-
biotic in both adult and pediatric care administered even to premature babies but
for which there appeared no clinical data to support the standard pediatric daily
dosage of 30 milligrams for kilogram of body weight (mg/kg/day). After extensive re-
view of the literature, I found only one reference to the 30 mg/kg/day dose for
metronidazole, cited in a paper by Dr. John D. Nelson, the “grandfather of pediatric
infectious diseases.” A venerated expert, I contacted him to ask him how he arrived
at the dose he recommended. He responded by saying, “Son, I just thought it was
a good dose.”

This is, of course, no criticism of Dr. Nelson. He made his best judgments—as did
we all—in the face of very limited information. But when the health and well-being
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of children are at stake, we know that best judgments absent clinical data just
aren’t good enough. Children—and all patients—deserve better.

At Johnson & Johnson, we have conducted pediatric studies in areas ranging from
autism to cancer to infectious diseases. We have found that several medicines ap-
proved in adults were also effective in children, but often at different dose levels.
Perhaps more importantly, we have found that some medicines used in adults do
not, in fact, work in treating pediatric diseases. These findings and continued stud-
ies have steadily expanded our understanding of pediatric therapeutics, making pos-
sible important improvements to our development process for pediatric medicines.

How have all of these studies improved pediatric care in practice? To start, thanks
to BPCA and PREA, we now have a wealth of new, more targeted, and complete
information to help pediatricians and parents make the best possible treatment de-
cisions for children in their care. This new information has helped us better under-
stand the most appropriate drug dosing and access for pediatric patients, making
treatment regimens safer and more effective.

According to a new study in the Journal of the American Medical Association
(JAMA), prior to BPCA, about 70 percent of medicines used in children had been
dispensed without adequate pediatric dosing information. In the 10 years since this
legislation, close to 120 drug labels—or approximately 90 percent of the labels for
products studied under BPCA and PREA—have been modified to reflect new pedi-
atric-specific data. And as BPCA and PREA have made pediatric data collection and
information dissemination common practice in the pharmaceutical industry, the
time needed to make label changes to reflect this pediatric-specific data has fallen
by 34 percent. This improved labeling includes, where necessary, information on
products shown to be less effective or ineffective in pediatric patients. Switching pe-
diatric patients off of less effective or ineffective medicines reduces unwarranted ex-
posures, improving safety.

In addition, pediatric studies conducted since BPCA and PREA have resulted in
the development of pediatric-specific formulations for a large number of medicines—
formulations that have remained available long after pediatric exclusivity has ex-
pired.

Not surprisingly, the American Academy of Pediatrics (AAP) has hailed BPCA
and PREA as “extraordinarily successful in generating important new information
about the safety and efficacy of drugs used by children.” Of course, even with all
of this success, there is still much to learn in this area, hence the AAP’s pronounce-
ment that “we must not lose momentum in the quest for safer medications for chil-
dren.”

Johnson & Johnson echoes this sentiment. The area of pediatric drug develop-
ment, as I've witnessed it, has burgeoned only in the last 10 years. There remains
great need and potential for further discovery. To sustain the level of momentum
that BPCA and PREA have spurred, and to strengthen the framework for further
pediatric drug studies and infrastructure, we strongly believe that the sunset
clauses in both pieces of legislation should be removed swiftly and permanently.

REMOVING THE SUNSET CLAUSES IN BPCA AND PREA: SOUND POLICY FOR ENSURING
FURTHER ADVANCEMENTS IN PEDIATRIC DRUG RESEARCH

Five-year sunset clauses were included as part of the original FDAMA pediatric
provisions, BPCA, and PREA bills because it was unclear at the time whether these
measures would actually be able to achieve their intended goals of encouraging pedi-
atric drug development. But after 10 years and two re-evaluations, it is abundantly
clear that BPCA and PREA have not only achieved their intended goals, they have
exceeded them, and millions of sick children and their families have already bene-
fited as a result.

By removing the sunset clauses, Congress will remove the uncertainties created
every 5 years and encourage the creation of a more sustainable infrastructure for
pediatric drug development. Even despite all of the successes of BPCA and PREA
in stimulating participation in pediatric drug development across companies of all
sizes, the sunset clauses in them remain major hindrances, discouraging companies
from formally organizing pediatric infrastructures.

By “infrastructure,” I mean much more than merely brick, mortar, and layers of
management. The building of sustainable pediatric drug development infrastruc-
tures from company to company and across the board means training people to be
better researchers in pediatrics, developing new and better tools for measuring out-
comes in pediatric clinical trials, and fine-tuning mechanisms of study to more fully
and precisely account for the inherent heterogeneity of pediatric patients. Suffice it
to say that this requires significant and sustained investment.
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In the absence of a consistent and predictable exclusivity provision, there will re-
main a considerable and understandable reluctance among companies with count-
less competing research priorities to devote dedicated resources to formal pediatric
divisions. This is especially true as the cost, size, number, and complexity of pedi-
atric studies has increased and the absolute value of the pediatric exclusivity has
decreased.

By removing the sunset clauses, Congress will convey a powerful message: Pedi-
atric drug development is here to stay, and drug safety and effectivenesss for chil-
dren is firmly among the Nation’s highest priorities. The sunset clauses’ removal
will also help the advocates of pediatric drug development in industry to encourage
their respective institutions to create and sustain the necessary infrastructure to
continue improving pediatric therapeutics. Furthermore, it will provide a platform
from which those companies that have made investments in pediatric drug develop-
ment infrastructures can confidently increase those investments, including expan-
sion into new research areas.

Every pediatrician knows that more pediatric studies are needed. You can help
them get what they need.

CONCLUSION

In conclusion, there is no question that renewal of Best Pharmaceuticals for Chil-
dren Act and the Pediatric Research Equity Act—absent their sunset clauses—is
vital to continued progress in the area of ensuring safe and effective medicines for
children. No regulatory effort or legislation before these has come close to stimu-
lating the kinds of advancements in pediatric drug safety and effectiveness that
we've seen over the past decade.

I am confident that with the continuation of BPCA and PREA, we will see simi-
larly sweeping advancements in this area for decades to come.

Thank you again, Mr. Chairman and the committee, for your tireless work on be-
half of children’s health and for giving me the opportunity to speak to you today.
I look forward to answering any questions you may have.

Senator DoDD. Thank you, Doctor, very much.
Dr. Campbell.

STATEMENT OF ROBERT CAMPBELL, M.D., PROFESSOR, DE-
PARTMENT OF ORTHOPEDICS, UNIVERSITY OF TEXAS
HEALTH SCIENCE CENTER AT SAN ANTONIO, SAN ANTONIO,
TEXAS

Dr. CAMPBELL. Mr. Chairman and members of the committee,
thank you for this opportunity to testify today regarding safe medi-
cine and medical devices for children. I am Dr. Robert Campbell,
a pediatric orthopedic surgeon, an inventor and the father of five
children. I am a Professor of Orthopedics at the University of Texas
Health Science Center at San Antonio.

Throughout my career, I have cared for children in need of med-
ical technology that was not readily available to them but the pri-
mary reason I was invited to appear before you today is that I both
invented, developed and brought to market, a life saving pediatric
surgical device known as the Vertical Expandable Prosthetic Tita-
nium Rib, also known as VEPTR. This was approved as a Humani-
tari?n Device Exemption device in 2004, after 14 years of FDA
trials.

I am here to help provide you with some insight from someone
who has been in the trenches and about how this pending legisla-
tion can help the children who need devices.

Children deserve access to devices that are safe, effective and
made just for them but they are frequently denied access because
there 1s a relatively small market for pediatric devices but little in-
centive for manufacturers to make them. We physicians must com-
monly jury-rig existing devices for children.

VerDate Aug 31 2005  13:09 Nov 13,2008 Jkt 000000 PO 00000 Frm 00026 Fmt6633 Sfmt6601 S:\DOCS\34475.TXT SLABOR1 PsN: DENISE



23

The VEPTR was invented to replace such a jury-rigged device
that had been used to save the life of a 6-month-old full-time venti-
lator-dependent infant born with scoliosis and missing ribs. I made
many mistakes in developing VEPTR. I had no experience in device
development or knowledge of FDA requirements. I had no mentor.
But learning through trial and error over the years, supported by
grants from the National Organization of Rare Disorders and Or-
phan Products Division of the FDA and luckily, identifying child
advocate manufacturers, we succeeded after 16 long years. Many
hundreds of pediatric devices, however, have never been developed
and probably won’t be under current conditions but children de-
serve better.

I am here today to express my strong support of this bill and ex-
press my sincere gratitude to Senator Dodd and Senator Clinton
for their commitment to achieving safe and effective medical de-
vices for all children.

The following provisions address many of the obstacles we faced
when developing the VEPTR device for children. This bill creates
a contact point at the NIH and requires the FDA, NIH and the
Agency for Health Quality and Research to work together on iden-
tifying important gaps of knowledge and improve pediatric medical
device development.

An important component of this is the ability to survey the pedi-
atric medical providers’ rank and file in order to learn the actual
unmet pediatric device needs. The bill also establishes 6-year dem-
onstration grants to support nonprofit consortia to provide critically
needed support in helping innovators with pediatric device ideas to
navigate the system successfully and bring new pediatric devices to
market. The consortium will mentor inventors and connect them to
manufacturers and available Federal resources. It will also coordi-
nate with the NIH contact point for pediatric device development
and the FDA for facilitation of pediatric device approval.

The profit restriction on Humanitarian Device Exemption of ap-
proved devices has limited the effectiveness of the provision by
forcing device manufacturers to only recover their research and de-
velopment costs. By eliminating the profit prohibition for children,
the bill increases the incentive for companies to manufacture pedi-
atric devices, especially the small manufacturers who are likely to
embrace an affordable pediatric device development pathway with
definable, affordable regulatory requirements.

The bill will also result in improvements in the way the FDA
tracks the number and type of devices approved for use in children
and will strengthen postmarket safety.

I would like to thank the committee for allowing me the oppor-
tunity to share my support of the Pediatric Medical Device Safety
and Improvement Act that will help future innovators to avoid my
mistakes and my frustrations so that they can get their devices off
the napkin and into the device shelf in a safe and timely fashion
for the pediatric patients who need them.

I urge the members of the committee to support this legislation.
I thank you for asking me to be here and I will be glad to address
any questions you may have.

[The prepared statement of Dr. Campbell follows:]
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PREPARED STATEMENT OF ROBERT M. CAMPBELL, JR., M.D.

Chairman Kennedy, Senator Enzi, and members of the committee, thank you for
t{lli?dopportunity to testify today regarding safe medicine and medical devices for
children.

I am Dr. Robert Campbell, a pediatric orthopaedic surgeon, an inventor, and the
father of five children. I am a Professor of Orthopedics at the University of Texas
Health Science Center at San Antonio and hold the President’s Council/Dielmann
Chair in Pediatric Orthopaedic Surgery. I work primarily at Christus Santa Rosa
Children’s Hospital in San Antonio. I am a specialty surgical fellow of the American
Academy of Pediatrics and serve on the Medical Advisory Committee of the National
Organization of Rare Disorders. Throughout my career, I have cared for children in
need of medical technology that was not readily available to them and my work has
made me keenly aware of the need for better medical devices for children.

The primary reason I was invited to appear before you today is that I invented,
developed, and brought to market a life saving pediatric surgical device known as
the Vertical Expandable Prosthetic Titanium Rib (VEPTR), which was approved as
a Humanitarian Device Exemption (HDE) device in 2004 after 14 years of FDA
trials (see attached). I am here to help provide you with some insight about the
problems of pediatric device development from someone who has “been in the
trenches” and about how this pending legislation can help the children who need
devices.

THE NEED FOR SAFE AND EFFECTIVE MEDICAL AND SURGICAL DEVICES FOR CHILDREN

Mr. Chairman, as a pediatric orthopaedic surgeon, I am very pleased to hear my
colleague, Dr. Gorman, describe the gains made in the field of pediatric pharma-
cology as a direct result of actions taken by Congress. I support his view that the
Best Pharmaceuticals for Children Act and Pediatric Research Equity Act are crit-
ical laws to children and must be reauthorized. But just as the need existed in 1997
when this committee and Congress acted to help children by increasing the study
of drugs, Congress now has the opportunity to take the same kind of action with
an equally important need: children’s medical and surgical devices.

As a surgeon who has treated the orthopaedic diseases of children for over 20
years, I have been frustrated many times that the “shelves are bare” when I need
a modern device for their care. A surgeon from the 1950s would recognize many of
the pediatric instruments and devices in my operating room because there has been
little progress. We pediatric sub-specialists are an endangered species, with less
physicians each year choosing to join our ranks for complex reasons, especially in
orthopaedics,'2 and one reason for this may be that we don’t have the up-to-date
technology to care for children that is available to our adult counterparts.

Children need medical devices that meet their unique needs. Devices for children
should take into account their smaller size, accommodating their growing bodies and
active lifestyles.

Children deserve access to devices that are safe, effective, and made just for them.
Yet today many devices are not made with these considerations in mind, and some
necessary devices are not made at all. Because pediatric disease is generally rare,
there is a relatively small market for pediatric devices and there appears to be little
incentive for device manufacturers to make them. Device manufacturers have dif-
ferent marketplace challenges than pharmaceutical companies. New medical and
surgical devices quickly become obsolete, so large markets are needed to justify their
development and regulatory costs. As a result, children are frequently denied access
to the latest technology in life-changing or life-saving devices. Other times, physi-
cians must “jury-rig” existing devices to accommodate their young patients.

But when children need a medical device that is unavailable, the consequences
can be tragic. Twenty years ago, I became involved with a child that needed a pedi-
atric device to survive that did not exist. Instead of accepting the inevitable, we de-
cided to do whatever was necessary to provide him with a chance for life. None of
us at the time had the slightest idea about how to develop a medical device, but
since it was critically needed, we had to try it. None of us realized the ultimate cost
of that decision, and how it would take 16 years from drawing the first blueprint
to having an approved pediatric implant available on the “device shelf” for other
surgeons to use. I wish to share what we learned through that experience.

1Huurman W. Report of the Pediatric Orthopaedic Work Force Committee of the Pediatric
Orthopaedic Society of North America. 2003.

2Bell MJ, Catterall A, Clarke NMP, Hunt DM. “Children’s Orthopaedics and Fracture Care.”
Special Report. British Orthopaedic Association. July 2006.
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THE TITANIUM RIB SAGA

The Vertical Expandable Prosthetic Titanium Rib (VEPTR) device, also known as
the titanium rib, was invented to save the life of a 6-month-old full-time ventilator-
dependent infant born with scoliosis and missing ribs.

In 1987, Dr. Melvin Smith, a pediatric general surgeon, was consulted by the fam-
ily about tracheostomy care of this child. Although he was expected to die soon, Dr.
Smith felt it might be possible to salvage the situation somehow and he asked me
to get involved in a last ditch effort to save his life. There was no known commer-
cially available chest wall prosthesis for this age group, and there was no way to
stabilize his scoliosis without stopping growth of the spine. We managed to come
up with a possible solution and, with nothing to lose, the family gave us permission
to operate on the child as soon as possible. At surgery we “jury-rigged” an artificial
chest wall of orthopaedic fracture pins, wired vertically to support the lungs and
control the scoliosis. It was a difficult surgery, but to our amazement, it worked,
and days later the infant was weaned off his ventilator for the first time and went
on to be weaned off oxygen. We were very happy about the initial outcome.

But since our patient survived and was growing, we were now faced with new
problems. The crude “jury-rigged” chest wall device would not grow with the patient,
and the lung underneath would try to grow, but would eventually be compressed
with adverse effect on its growth. The non-growing fracture pins would also tend
to tether the growing spine and worsen the scoliosis. We could change out the crude
device frequently in major surgery, but sooner or later we would have a catastrophic
complication.

A new device had to be invented for this child and it needed to be safe to implant,
just as effective as the “jury-rigged” device, but expandable in a simple fashion with
minor surgery to avoid major complications. And it was needed quickly. I promised
Dr. Smith that I could develop such a device with my engineering background, and
assumed it would be an easy matter to get an orthopaedic manufacturer to make
it. The confidence of the naive is boundless.

The engineering blueprints of the first VEPTR device were drawn up 10 months
later. It was a simple metal device with only two moving parts that could perform
the same function as the fracture pin device, but was safer to implant and easy to
expand as the child grew. I thought the job was mostly done at that point, but little
did I realize that I had just made the first small step in a very long journey. I con-
tacted multiple orthopaedic companies to make the device. They were sympathetic,
but did not have the resources to make a pediatric device for one patient with a
rare birth defect. I was getting discouraged as the months went by and the patient
grew worse.

Finally, an orthopaedic custom device company, Techmedica Corporation of
Camarillo, California, was recommended to me and they seemed receptive to making
the device. Although they knew that making a completely new pediatric device
would cause a substantial financial loss for them, with little hope of enough subse-
quent patients to recover development costs, they proved to be advocates for chil-
dren and did accept the challenge. All they asked for in return was that, if the sur-
gery proved to be successful, we would publicize their role in the surgery. We began
an emergency effort to quickly produce a working device.

Six months later the first VEPTR device was manufactured and we successfully
replaced our “jury-rigged” device with it in April 1989. When news of the new sur-
gical device for rare birth defects of the spine and chest wall came out, we were
inundated with desperate families trying to find treatment for their children. We
were able to develop five new surgeries to help these children using the VEPTR de-
vice as its basis, but there was too much patient volume to continue treatment
under the custom device provisions, so the FDA was approached for guidance. I was
asked to provide a personal briefing for the FDA chief of devices. He was quite sup-
portive of our efforts to develop a new implant for these lethal birth defects, and
authorized a sole site FDA feasibility study which was began in 1991 with
Techmedica Corporation as the sponsor.

Things went well for the next few years with encouraging clinical results. To their
credit, members of the FDA permitted several minor modifications of the device by
Techmedica Corporation during this time to enhance pediatric patient safety. This
was cited by the 2005 Institute of Medicine Report “Safe Medical Devices for Chil-
dren” as a favorable example of pediatric device development.

During this period we received critical seed grant funding from the National Or-
ganization of Rare Disorders to support our research. Based on the preliminary clin-
ical trial results made possible by the NORD support, we were able to secure fur-
ther substantial grant support from the FDA Office of Orphan Product Development
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that enabled us to complete our sole site FDA study and initiate a multi-center FDA
VEPTR trial.

A few years into the feasibility trial we were devastated to learn that Techmedica
Corporation was to be closed by their large corporate parent. New patients needed
VEPTR devices, and treated patients needed new larger devices because of growth,
but we now had no way to provide them. We needed a new guardian angel to make
the VEPTR, but had no idea where to find one. Incredibly, the angel found us.

Soon after the Techmedica Corporation closure, I was approached during an
orthopaedic trauma course by a device product manager with the Synthes Spine
Company, Mr. Paul Gordon, who was interested in knowing more about the VEPTR
device. We soon learned he was a champion for pediatric patients. He convinced us
that his company had the resources and the commitment to children to successfully
take over the development of the VEPTR device. Through his efforts, I next met
with upper management of the company and, eventually, the private owner of this
major spine company, Mr. Hansjorg Wyss.

Mr. Wyss proved to also be an advocate for children and, although the device had
little chance of producing a profit, he gave his full support in 1994 for the engineer-
ing refinement of the VEPTR device and for involvement of the Synthes in-house
regulatory division in the design of a FDA VEPTR multi-center trial. A large invest-
ment was made to upgrade the VEPTR device to a more standardized design that
was easier to implant, and the multi-center Synthes VEPTR trial began in 1996.

The first new hospitals to join the VEPTR FDA multi-center trial were Children’s
Hospital of Pittsburgh and then Boston Children’s Hospital. Another five children’s
hospitals eventually joined the study. These hospitals provided additional experience
with VEPTR treatment to confirm the San Antonio results of safety and effective-
ness, and by 2001 there appeared to be adequate experience to consider an FDA ap-
plication for approval, but in 2002 FDA brought up a concern that there were no
controls for the VEPTR study. Subsequently a Humanitarian Device Exemption
(HDE) application was filed by Synthes in 2003 with approval by the FDA on Au-
gust 24, 2004, concluding the 14-year FDA study of the VEPTR device.

THE LESSONS LEARNED FROM THE VEPTR EXPERIENCE

I made many mistakes in developing this device over those 14 years. I had no
mentor. I had no experience in developing a device from an engineering viewpoint.
I had no knowledge of the FDA requirements for device development. It was basi-
cally a trial and error experience for many years.

I did not know which manufacturer was the best choice for VEPTR. Small compa-
nies can be responsive to small pediatric projects, but do not have large budgets for
device development or the regulatory resources to secure FDA approval. Large pub-
licly owned companies have those resources, but can’t justify non-profit pediatric de-
vice projects to their stockholders. We were extremely lucky that we found compa-
nies who could be responsive to the needs of children in spite of the many obstacles.
Many individuals at the FDA clearly were advocates for development of children’s
devices, but a clear and transparent regulatory pathway for VEPTR approval did
not exist. I had limited knowledge about what financial resources were available for
support of the VEPTR study. The grants of the National Organization of Rare Dis-
orders and the Orphan Products Division of the FDA were crucial support for the
success of the VEPTR trial, but additional resources would have been helpful for
a study that eventually took 14 years to complete. There were numerous additional
problems during the VEPTR trial that could have been better addressed if we had
access to resources and mentorship, but they did not exist at the time.

The VEPTR pediatric device is now available for children only through hard work
by many individuals across the United States, commitment of device manufacturers
without regard for their economic well-being, and luck. Many hundreds of other pe-
diatric devices have never been developed and probably won’t be under current con-
ditions. With what I have learned from the VEPTR experience, I have gone on to
personally help mentor a handful of physicians trying to develop devices for chil-
dren, but really a broad, expert, well-organized national system is needed for this.
Children deserve better. Legislative and regulatory changes are absolutely nec-
essary so that others do not have to have the same struggle as we did.

My chance to contribute to a new approach to pediatric device development began
in June 2004, when I came to Washington, DC. from San Antonio to participate in
a series of meetings hosted by the American Academy of Pediatrics, Elizabeth
Glaser Pediatric AIDS Foundation, National Organization for Rare Disorders
(NORD), the National Association of Children’s Hospitals, and the Advanced Med-
ical Technology Association (AdvaMed). The “stakeholder” meetings resulted in a se-
ries of recommendations for improving the availability of pediatric devices. Those
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meetings were a key turning point in that they were the first broad-based dialogue
that engaged stakeholders in all aspects of pediatric devices from health care pro-
viders, manufacturers, and Federal Government regulators.

Subsequently, the Institute of Medicine produced a strong report in 2005 entitled,
“Safe Medical Devices for Children.” The IOM found flaws in safety monitoring and
recommended expanding the FDA’s ability to require post-market studies of certain
products and improving public access to information about post-market pediatric
studies. IOM reported:

[TThe committee must conclude that FDA has lacked effective procedures to
monitor the fulfillment of postmarket study commitments. The agency has
lacked a basic, searchable listing of devices for which further studies were speci-
fied as a condition of their approval for marketing. Furthermore, it has not
maintained any system for systematically monitoring the status of these study
commitments based on periodic reports or updates from either its own staff or
sponsors.3

FDA can ask for clinical studies prior to clearing devices, although clinical
data are submitted for only a small percentage of devices that go through clear-
ance. FDA cannot, however, order postmarket studies as a condition for clear-
ance. It can (but rarely does) order studies subsequent to clearance through its
Section 522 authority. Studies that are ordered subsequent to the approval or
clearance of a device are limited to 3 years (which often means a shorter period
of evaluation for most individual study subjects). This may be too short a period
for certain safety problems or developmental effects to be revealed.*

In July of 2005, the American Academy of Pediatrics established the Task Force
on Pediatric Medical Devices to work with Congress to advance legislation to meet
medical and surgical device needs of children. I am pleased to be a member of the
Task Force.

The recommendations produced by the stakeholder meetings in 2004 and the IOM
report on device safety in 2005 point to the need for Congress to pass legislation
that both stimulates device development and manufacture as well as increases the
safety monitoring of pediatric medical devices, particularly after they are on the
market. The Pediatric Medical Device Safety and Improvement Act 2007, S.830,
strikes the right balance and puts forward a comprehensive package that serves a
critical step forward for children.

SUPPORT FOR THE 8. 830, THE PEDIATRIC MEDICAL DEVICES SAFETY AND
IMPROVEMENT ACT

I am here today to express my strong support of S.830 and to express my sincere
gratitude to Senator Dodd for his commitment to achieving safe and effective med-
ical devices for all children. This legislation is the result of huge effort put forward
by present and former members of this committee, patient and provider groups, and
device manufacturers. This bill will help children get the safe medical and surgical
devices they need by strengthening safety requirements and encouraging research,
development, and manufacture of pediatric devices. The following provisions address
many of the obstacles we faced when developing the VEPTR device for children.

Defining the Need for Pediatric Devices

The bill streamlines Federal agency processes by creating a “contact point” at the
National Institutes of Health (NIH) and requires FDA, NIH, and the Agency for
Health Quality and Research to work together on identifying important gaps in
knowledge and improve pediatric medical device development. An important compo-
nent of this is the ability to survey the pediatric medical providers’ “rank and file”
in order to learn the actual unmet pediatric device needs.

Facilitating Pediatric Device Development and Manufacture Through Mentorship

The bill also establishes 6-year demonstration grant(s) to support nonprofit con-
sortia to provide critically needed support in helping the innovators with pediatric
device ideas to navigate “the system” successfully and bring new pediatric devices
to market. The consortium will match inventors with appropriate manufacturing
partners, provide mentoring for pediatric device projects with assistance ranging
from prototype design to marketing, and connect innovators with available Federal

3Field MdJ and Tilson H., eds. Safe Medical Devices for Children, Committee on Postmarket
Surveillance of Pediatric Medical Devices, Board on Health Sciences Policy; Institute of Medicine
of the National Academies, 2005, p. 195.

410M, p. 226.
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resources. The consortia will also coordinate with the NIH “contact point” for pedi-
atric device development and the FDA for facilitation of pediatric device approval.

Improving the Humanitarian Device Exemption (HDE)

The Humanitarian Device Exemption (HDE) was meant to be a tool for approving
devices intended for small populations (less than 4,000 patients), which often in-
cluded children and those with rare conditions, but the profit restriction on HDE-
approved devices limits the effectiveness of the provision by forcing device manufac-
turers to only recover their research and development costs. By eliminating the prof-
it prohibition for children, the bill increases the incentive for companies to manufac-
ture pediatric devices, especially the small manufacturers who are likely to embrace
an affordable pediatric device development pathway with definable, affordable regu-
latory requirements.

Tracking Pediatric Device Approvals and Streamlining Device Development

S. 830 makes needed improvements in the way FDA tracks the number and type
of devices approved for use in children or for conditions that occur in children. At
present, FDA cannot satisfactorily produce data on the number and type of devices
marketed for pediatric uses. The bill requires FDA to track new devices granted pre-
market approval or approved under the humanitarian devices exemption and report
on the number of pediatric devices approved in each category.

STRENGTHENING POSTMARKET SAFETY

As recommended by the IOM, this bill grants the FDA increased authority to en-
sure that approved medical devices are safe for children. Under this law, the FDA
would be able to require postmarket studies as a condition of approval or clearance
for certain devices under section 522, if used significantly in children. This legisla-
tion also allows the FDA to require a study of longer than 3 years if necessary to
ensure that the study is long enough to capture the effect of a child’s growth on
the safety and efficacy of a medical device. A database of such studies would be
made available to the public. New postmarket authority can address the current
limited amount of available data on devices for children and to create a mechanism
for ensuring that needed pediatric studies are conducted for a sufficient length of
time. The legislation is crafted so that there is no delay in approval or clearance
for a device.

CONCLUSION

I would like to thank the committee for allowing me the opportunity to share my
support of the Pediatric Medical Device Safety and Improvement Act, S.830. This
bill represents a historic step forward for children’s medical and surgical devices
similar to those steps taken on drugs. It will help future medical inventors of pedi-
atric devices to avoid my mistakes and my frustrations so that they can get their
devices “off the napkin” and into the pediatric patients who need them, in a safe
and timely fashion.

I urge the members of the committee to support this legislation. I would be happy
to take any questions you may have.
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SUMMARY OF TESTIMONY

Chairman Kennedy, Senator Enzi, and members of the committee, thank you for
this opportunity to testify today regarding safe medicine and medical devices for
children.

I am Dr. Robert Campbell, a pediatric orthopaedic surgeon, an inventor, and the
father of five children. I am a Professor of Orthopaedics at the University of Texas
Health Science Center at San Antonio. Throughout my career, I have cared for chil-
dren in need of medical technology that was not readily available to them, but the
primary reason I was invited to appear before you today is that I both invented,
developed, and brought to market a life-saving pediatric surgical device known as
the Vertical Expandable Prosthetic Titanium Rib (VEPTR), which was approved as
a Humanitarian Device Exemption (HDE) device in 2004 after 14 years of FDA
trials. I am here to help provide you with some insight from someone who has “been
in the trenches” about how this pending legislation can help the children who need
devices.

Children deserve access to devices that are safe, effective, and made just for them,
but they are frequently denied access to them because there is a relatively small
market for pediatric devices with little incentive for manufacturers to make them.
Physicians must commonly “jury-rig” existing devices for children. The VEPTR was
invented to replace a “jury-rigged” device used to save the life of a 6-month-old full-
time ventilator-dependent infant born with scoliosis and missing ribs.

I made many mistakes in developing VEPTR. I had no experience in device devel-
opment or knowledge of FDA requirements. I had no mentor. But, learning through
trial and error, supported by grants from the National Organization of Rare Dis-
orders and the Orphan Products Division of the FDA, and luckily identifying child
advocate manufacturers, we succeeded after 16 long years. Hundreds of other pedi-
atric devices, however, have never been developed and probably won’t be under cur-
rent conditions. Children deserve better.

I am here today to express my strong support of S.830 and to express my sincere
gratitude to Senator Dodd for his commitment to achieving safe and effective med-
ical devices for all children. The following provisions address many of the obstacles
we faced when developing the VEPTR device for children.

The bill creates a “contact point” at the National Institutes of Health (NIH) and
requires FDA, NIH and the Agency for Health Quality and Research to work to-
gether on identifying important gaps in knowledge and improve pediatric medical
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device development. An important component of this is the ability to survey the pe-
diatric medical providers’ “rank and file” in order to learn the actual unmet pedi-
atric device needs.

The bill also establishes 6-year demonstration grant(s) to support nonprofit con-
sortia to provide critically needed support in helping the innovators with pediatric
device ideas to navigate “the system” successfully and bring new pediatric devices
to market. The consortium will mentor inventors and connect them to manufactur-
ers and available Federal resources. It will also coordinate with the NIH “contact
point” for pediatric device development and the FDA for facilitation of pediatric de-
vice approval.

The profit restriction on Humanitarian Device Exemption (HDE)-approved devices
has limited the effectiveness of the provision by forcing device manufacturers to only
recover their research and development costs. By eliminating the profit prohibition
for children, the bill increases the incentive for companies to manufacture pediatric
devices, especially the small manufacturers who are likely to embrace an affordable
pediatric device development pathway with definable, affordable regulatory require-
ments.

The bill also will result in improvements in the way FDA tracks the number and
type of devices approved for use in children and will strengthen post-market safety.

I would like to thank the committee for allowing me the opportunity to share my
support of the Pediatric Medical Device Safety and Improvement Act, S.830. It will
help future innovators avoid my mistakes and my frustrations so that they can get
their devices “off the napkin” and onto the shelf in a safe and timely fashion for
the pediatric patients who need them. I urge the members of the committee to sup-
port this legislation.

Senator DoDD. Thank you, Doctor, very, very much and Mr.
Rozynski, we thank you for being here as well.

STATEMENT OF ED ROZYNSKI, VICE PRESIDENT, GLOBAL
GOVERNMENT AFFAIRS, STRYKER CORPORATION, WASH-
INGTON, DC.

Mr. RozyNski. Thank you, Chairman Dodd, Senator Alexander
and members of the committee. Again, my name is Ed Rozynski
from Stryker Corporation. I am the father of three growing boys,
one who reluctantly cut class today to be here to listen to the testi-
mony.

[Laughter.]

Senator DODD. There will be a quiz at the end of this hearing.

Mr. RozyNsKI. Senator Dodd, we sincerely appreciate your lead-
ership role on children’s issues and this landmark legislation. Like
you and your colleagues, we want children to have access to the
fullest and best medical treatments, even if that means doing or in-
venting something new just for them.

Stryker is one of the world’s leading medical technology compa-
nies. We are the leader in orthopedics and in the other medical
specialties. We have facilities around the country, in Massachu-
setts, New Hampshire, Tennessee, New Jersey, California, Michi-
gan and Texas.

Stryker’s products are used in over 80 percent of the hip and
knee replacements performed in the United States each year. We
are also involved in bone regeneration technology and it is now
being used on soldiers at Walter Reed.

Stryker’s commitment to children is not new. We are the leading
manufacturer of orthopedic oncology prostheses in the United
States and also craniofacial deformities, such as cleft lip and pal-
ate. We take very seriously our responsibility to ensure that our
devices are safe and effective for use in pediatric patients. Soft tis-
sue and bone cancers represent less than one percent of all adult
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malignancies. However, they represent 15 percent of all malig-
nancies in children.

Twenty years ago, the standard treatment for any primary ma-
lignant bone or soft tissue sarcomas was amputation of the affected
arm or leg. Since that time, Stryker has partnered with leading or-
thopedic oncology surgeons to develop limb-sparing, surgical solu-
tions, including growing prosthesis that can be elongated to ac-
count for a child’s growth.

As with cancer, the treatment of craniofacial deformities is an
area in which Stryker also has medical products and solutions. We
sponsor and partner with organizations, including Operation Smile,
a nonprofit organization dedicated to repairing childhood facial de-
formities around the world. Last year, Operation Smile was able to
provide free cleft lip surgeries to more than 8,000 children in 23
countries. These surgeries only took about 45 minutes and costing
$240 per child and they have a positive, lasting impact on the lives
of the children and their families.

It is our sincere hope that this pediatric device legislation will
spur the evolution of novel health care solutions for children.

Given Dr. Campbell’s fine testimony, I won’t go through the pro-
visions of the bill except to say, we support the money that is going
to be put aside for grant programs, including the match making be-
tween inventors and manufacturers. We support the incentives
that could help to develop more pediatric products. We support the
pooling of information for the pediatric database so solutions can
easily be shared among us and analyzed so we can come up with
better products.

In conclusion, Senator Dodd, we applaud you for introducing this
legislation. We look forward to continuing to work with you on re-
fining the bill and advocating for its passage into law this year.

As parents, we say that we give our children the very best. We
protect them, we try to send them to the best schools. We buy them
nice clothes and give them the latest and coolest electronic gadgets.
Each one of us would walk though a wall for our children. There-
fore, we should not allow children’s health care products to become
the residual of products that we develop for the big people that
they look up to. Children deserve our very best efforts. Children de-
serve special attention.

At Stryker, we see the hope and the benefit that our latest bone
implants provide to children with cancerous tumors. Unfortunately,
many families, even those with health insurance, cannot afford to
frequently take off work or pay the cost to travel with their sick
child for regulator diagnosis and treatment in a far-away hospital.
Stryker has decided that we will find a way to help provide chari-
table assistance to families and patients who are undergoing treat-
ment for pediatric bone cancers at selected NIH Centers. We'd like
to cover their expenses associated with such travel to these hos-
pitals, expenses not covered by health insurance. These uncovered
expenses often pose a serious impediment to a family’s ability to
provide for a child’s care and recovery.

We believe that our planned, voluntary charitable initiative will
complement the advanced medical technologies for children that
Stryker already develops and that all companies will be further en-
couraged to develop as a result of your legislation.
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Again, Mr. Chairman, I would be pleased to answer your ques-
tions or any that the committee may have. Thank you.
[The prepared statement of Mr. Rozynski follows:]

PREPARED STATEMENT OF ED ROZYNSKI
INTRODUCTION

Good afternoon. Chairman Dodd, Ranking Member Alexander, and members of
the committee, my name is Ed Rozynski. I am Vice President of Global Government
Affairs for Stryker Corporation (“Stryker”). On behalf of Stryker, an early supporter
of this bill, I am pleased to present testimony today to support the “Pediatric Med-
ical Device Safety and Improvement Act of 2007” (S.830) and highlight the impor-
tance of ensuring the development of medical technologies for children.

Senator Dodd, we sincerely appreciate your leadership role on children’s issues
and specifically on this landmark legislation. Like you and your colleagues, we want
children to have access to the fullest and best range of possible medical treatments,
even if that means doing or inventing something new just for them.

STRYKER AND ITS COMMITMENT TO PEDIATRIC POPULATIONS

Stryker is one of the world’s leading medical technology companies with the most
broadly-based range of products in orthopaedics and a significant presence in the
other medical specialties. Stryker Corporation is a Fortune 500 company with more
than $5 billion in revenue and more than 17,000 employees. Stryker is committed
to bringing the best possible solutions to patients, surgeons, and health care sys-
tems throughout the world. This philosophy has placed Stryker at the forefront of
medicine’s most promising breakthroughs in joint replacements, trauma, spine and
micro implant systems, orthobiologics, powered surgical instruments, surgical navi-
gation systems, endoscopic products, and patient handling and emergency medical
equipment. Notably, Stryker’s products are used in over 80 percent of the hip and
knee replacement procedures performed each year in the United States.

Stryker’s commitment to children is not new. Our company is a market leader in
products of significance for children. We are the leading manufacturer of
orthopaedic oncology prostheses in the United States and have a significant pres-
ence in other medical specialties with a high percentage of pediatric cases, including
craniofacial deformities such as cleft lip and palate. We also take very seriously our
responsibility to ensure that our devices are safe and effective for use in pediatric
patients.

I'd like to take a few moments to tell you about some of our products that are
commonly used in children.

ONCOLOGY PROSTHESES AND CRANIOMAXILLOFACIAL TECHNOLOGIES

There has been significant progress over the past two decades in the management
of patients with musculoskeletal cancers that has improved both the survival rates
and quality of life of afflicted individuals. Soft tissue and bone cancers represent
less than 1 percent of all adult malignancies; however, they represent 15 percent
of all malignancies in children. Twenty years ago, the standard treatment for any
primary malignant bone and soft tissue sarcomas of the extremity was amputation
of the affected arm or leg. Since that time, Stryker is proud to have partnered with
leading orthopaedic oncology surgeons to develop limb-sparing, surgical solutions,
including the implantation of a growing prosthesis that can be elongated to account
for a child’s growth.

Often, a child’s only chance to beat these aggressive forms of cancer is the re-
moval of most, if not all, of an entire bone. Stryker’s implant and instrument tech-
nologies are designed to allow not only for bone replacement with a prosthetic device
but also soft tissue reattachment, which is critical to enable limb function following
surgery. In children, there is often the need to have several surgeries to elongate
the prosthesis to keep up with their growth, and Stryker provides solutions to meet
this need.
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As with cancer, the treatment of craniofacial deformities is an area in which
Stryker also has significantly improved and broadened its range of available medical
products and solutions. With continued innovation of craniomaxillofacial tech-
nologies, Stryker hopes to continue to transform the lives of children facing chal-
lenges such as cleft lip and palate.

We take pride in partnering with and sponsoring a range of medical organiza-
tions, including Operation Smile, a non-profit organization dedicated to repairing
childhood facial deformities around the world. Last year, Operation Smile was able
to provide free cleft lip surgeries to 8,531 children in 23 countries. These surgeries—
on average taking 45 minutes and costing $240 per child—have a positive, lasting
impact on the lives of pediatric patients and their families.

Finally, Mr. Chairman, I want to point out that children also suffer from other
birth defects that, if left untreated, can cause permanent brain damage and/or se-
vere disabilities. Craniosynostosis is a condition that results from premature fusion
of the sutures or connections of the skull bones and has been estimated as a prob-
lem in 3 of every 10,000 live births. When this occurs, the pressure on a child’s
brain becomes an immediate threat to the organ’s regular development. The surgical
solution for this condition is deconstructing the skull and then reconstructing it to
be normal in shape and size to permit normal growth. Stryker’s Inion Baby™ gsys-
tem allows surgeons to effectively accomplish this procedure through polymer-based
re-absorbable plates and screws specifically designed to re-absorb faster than the
adult version of this product to accommodate the faster growth rates of children’s
bones. The Inion Baby™ system is also often used in cleft lip and palate surgeries.

PEDIATRIC DEVICE LEGISLATION

It is our sincere hope that the “Pediatric Medical Device Safety and Improvement
Act of 2007” will further spur the evolution of novel health care solutions for chil-
dren. This legislation provides a comprehensive approach for ensuring that children
have access to medical devices that are manufactured with children’s needs in mind.

First, the bill fosters the innovation of new pediatric devices. It authorizes new
money to create a grant program to support the establishment of non-profit con-
sortia to promote pediatric device development, including “matchmaking” between
inventors and manufacturers. The bill also establishes a point of contact at the Na-
tional Institutes of Health (NIH) to help innovators and physicians access funding
for pediatric device development.

Second, the bill improves incentives for the development of devices for the pedi-
atric market, which is very small. The cost of developing a new medical device and
performing the required pre-market clinical studies can be enormous, often steering
some manufacturers to serve larger, more established, and well known adult med-
ical device markets.

Current law for Humanitarian Device Exemptions (HDEs) permits the Secretary
of Health and Human Services to approve for use in up to 4,000 adults and/or chil-
dren a year, a promising device that otherwise might not be approved. However, un-
like for other FDA-approved medical devices, manufacturers are prohibited from
making a profit on HDE products. The bill would lift the HDE profit restriction for
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new pediatric products only, in an effort to encourage more manufacturers to pursue
the development of these products serving such small numbers of children.

Equalizing the incentives between pediatric HDE products and full market ap-
proval products in this way—even if the costs per patient are higher—likely will
spur companies to develop pediatric products that they otherwise might not have.
Moreover, these products might be targeted for pediatric populations with no other
treatment options except through the HDE approval process. Therefore, it is impor-
tant to provide incentives for surgeons, hospitals, and manufacturers so that they
stick with innovative concepts for pediatric products to ensure that they make it
from concept to reality.

Third, the bill facilitates the pooling and collection of more information about pe-
diatric devices. Companies and other researchers are required to place certain pedi-
atric postmarket studies and other research in a centralized, publicly available data-
base so that information and solutions can be easily shared and analyzed. It also
creates a mechanism to allow the Food and Drug Administration to track the num-
ber and type of certain higher-risk devices approved for use in children. In addition,
the bill incorporates several recommendations made by the Institute of Medicine in
its report on pediatric devices, including increasing the postmarket surveillance of
medical devices used in children.

Senator Dodd, we applaud you for introducing this legislation and look forward
to continuing to work with you on refining the bill and advocating for its passage
into law this year.

CONCLUSION

In closing, I would like to say that Stryker is committed to working with others
to find more and better solutions to the often costly and unique health care chal-
lenges of children.

We see the hope and the benefit that our latest bone implants provide to children
with cancerous tumors. In order to reach more children, Stryker has decided that
we will find a way to provide much-needed charitable assistance to families and pa-
tients who 